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The designation “physical allergy” was applied by Duke! to “the 
symptoms bronchial asthma, vasomotor rhinitis and conjunctivitis, photo- 
phobia, abdominal pain, erythema, pruritus, urticaria, angioneurotic 
edema, eczema and shock” caused “specifically and solely by the action 
of a physical agent, such as light, heat, cold, mechanical irritation, 
freezing and burns and, in the case of heat sensitiveness, indirectly by 
mental and physical exertion.” Perhaps the most familiar of these 
manifestations are urticaria excited by cold and by heat, which Duke 
divided into three types: (1) general urticaria provoked by heat, 
physical exertion or emotional excitement, (2) local urticaria provoked 
by heat and (3) local urticaria provoked by cold. The first type seems 
of great interest because Grant, Pearson and Comeau * have presented 
convincing evidence that the lesions are produced by the release of 
acetylcholine at the terminations of cutaneous nerves. ‘This is the first 
demonstration of a mechanism by which a psychic stimulus can produce 
a definite lesion in the skin. It should open the way to elucidation of a 
number of baffling problems in dermatology. There has long been 
clinical evidence of the importance of psychic factors in many der- 
matoses, but dermatologists have hesitated to accept it because there was 
no known mechanism by which mental stimuli could produce cutaneous 
lesions. The studies of Grant and his associates have brought some of 
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these phenomena out of the realm of the miraculous. It is interesting 
to note in passing that still more recently Hall, Ettinger and Banting 
have produced coronary and myocardial lesions and ulcers of the 
stomach and duodenum both by administration of acetylcholine and }y 
stimulation of the vagus nerve. This has demonstrated a mechanisy 
by which psychic factors may cause two diseases in which there has long 
been clinical evidence of psychogenesis. 


GENERALIZED URTICARIA PROVOKED 


URTICARIA 


BY HEAT-—-CHOLINOGENIC 


Cholinogenic urticaria is familiar. The term probably includes the 
many mysterious examples of urticaria induced by emotional stimuli or 
suggestion that are described in the older literature. 

The symptoms are well illustrated in the following case : 


G. B., a 38 year old truck driver, related that for seven years he had noticed 
occasional hives but that for the past year and a half he had experienced generalized 
attacks practically every day, accompanied with almost intolerable itching. Warm 
rooms, hot baths, and the sun on hot days and warm coverings on his bed brought 
them on. Taking a cold shower, going into the ice box of the dairy where he 
worked or any procedure which cooled him off would give relief. Often when 
sitting in a room with friends who thought the atmosphere comfortable he would 
be seized with an attack of intense itching and be forced to seek a cool place. 
In fact, his fondness for cold rooms made matters difficult at home and wherever 
he went. The attacks were almost as frequent in winter as in summer. 

Exertion of any sort often brought on attacks, and even on cold winter days 
he wore only an undershirt while loading his milk truck, in order to avoid an 
outbreak, 


Becoming excited or angry also brought on attacks. In testing him we noticed 
that any procedure he feared—or even anticipation of it—might bring on an attack. 
The passage of a stomach tube proved a most effective stimulus. 


An almost identical history was obtained in other cases, Less 
pronounced reactions of the same type are common, When one begins 
to inquire, it is surprising how many people have a few hives or plaques 
of erythema if they take an unusually hot bath or play a violent game 
of tennis. These cases are probably on the borderline. 

We have observed 15 patients as to whom it seemed clear that gen- 
eralized urticaria was brought on by exposure to heat. Fourteen were 
white and 1 Negro; 3 were male and 12 female. Their age at the time 
of onset varied from 12 to 3l-years, only 2 patients being over 25. 
Taking hot baths, remaining in warm rooms, exposure to summer sun 
and standing in front of a fire or over a cookstove were the exciting 
causes most frequently mentioned, Two patients had had attacks after 
eating hot food. Twelve believed attacks were brought on by physical 
exertion, especially by athletic games, dancing and swimming. ‘Twelve 
recognized that psychic stimuli which they described as excitement. 
anger or just nervousness brought on attacks. 
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i, 2 cases the first attack appeared after sunstroke, in 1 after an 
attempt to reduce by hot baths, in 1 after a nervous breakdown and in 1 
after a blow on the head. 

The disease had persisted when the patient was last seen for from 
two months to fifteen years, and in only 2 cases have we observed cessa- 
tion of attacks, after three and after six years, respectively. Three 
patients stated that their attacks were worse in summer, 3 that they 
were worse in winter and 2 that a change from cool to hot weather made 
them especially severe. 

There was often evidence that cold was an additional cause of out- 
breaks. Seven patients had had attacks after swimming, which might 
be attributed to the exertion or to the cold. Three of these reported 
attacks also after cold baths without exercise, and 2 reported attacks 
when they came into a warm room out of the cold, in which it seemed 
that cold was the primary stimulus. 

The lesions themselves are so characteristic that one could probably 
distinguish the condition from other types of urticaria on inspection. 
\ bright flare from 2 to 5 cm. in diameter appears first, and then, in 
the center, a round white wheal from 2 to 5 mm. in diameter. When the 
lesions are confluent, huge blotches of erythema are seen. Occasionally 
several small hives will fuse. We have never seen large spreading or 
serpiginous wheals. In 1 patient whom we have repeatedly observed, 
bright red itching flares are sometimes the only visible lesion, and the 
headlike central wheals appear only occasionally. 

In addition to these characteristic wheals, 6 patients reported swelling 
of the eyelids, lips, hands or feet typical of angioneurotic edema during 
attacks, Six became faint, weak or dizzy or suffered from palpitation, 
and 2 had abdominal cramps. These systemic symptoms may be severe, 
and 1 patient escaped an exploratory laparotomy only because her 
temperature and leukocyte count were normal. 

Relation to Other Diseases.—Seven patients reported hives also from 
food and 1 from acetylsalicylic acid. Eight had noted no other allergic 
manifestations. Only | patient had syphilis, and no other systemic dis- 
eases were noted with significant frequency. For the most part, the 
patients were active and healthy. 

Provocation of Attacks by Heat.—The reaction of 2 patients to heat 
was studied by observing them in a warm cabinet at different tempera- 
tures. At 100 F., with about 50 per cent humidity, an outbreak occurred 
after an hour; at 120 to 140 F., in fifteen minutes. Whatever the sur- 
rounding temperature, the wheals appeared when the rectal temperature 
had risen from 0.4 to 1.2 degrees. 

Placing of the lower parts of the legs in a tub of water at 110 to 
112 F. proved a more regular and effective stimulus. On six such tests 
with the same 2 subjects a profuse eruption appeared in from twenty to 
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forty minutes when the body temperature had increased from 0.6 to 
1.5 degrees. Less severe stimuli are sometimes effective, and 1 patient 
reported that baths at 92 F. brought on attacks. 

Heat Regulation—The extreme discomfort on exposure ty 
moderate heat of which many of these patients complained suggested 
the possibility of some disturbance in their heat-regulating mechanism, 
The 2 patients whose reactions were observed in a warm cabinet at 
temperatures of 100, 110 and 120 F. for two hours showed no greater 
or more rapid increase in rectal temperature than did control subjects, 
This indicated that they were able to compensate for moderate increases 
in external heat and humidity in a normal manner. However, we 
treated 1 patient by gradually increasing the temperature of her daily 
bath, and she is now free of attacks. 


Influence of Thyroid.—We were interested in a possible relation 
of thyroid deficiency to heat urticaria because the first patients we 
observed showed metabolic rates of from —18 to —24 per cent. One 
patient, G. B., when tested by the “heat debt” method of Cannon and 
associates,* failed to respond with the usual rise in metabolic rate to the 
ingestion of ice and cold water. His response to the injection of epi- 
neprine was normal. His response to artificial fever was excessive. After 
two hours at 110 F., when his rectal temperature had risen only 0.6 F., 
his metabolic rate increased from + 5 to + 46 per cent, and on one 
occasion, after two hours at 120 F., when the rectal temperature was 
up 1.4 F., his metabolic rate reached + 83. The astonishingly high 
readings were doubtless influenced by his discomfort. He was, however, 
quiet and breathing regularly when the tests were made. Another 
patient (J. H.), with equally typical though less severe urticaria from 
heat, showed no excessive rise in metabolic rate as his temperature rose. 
Moreover, severe attacks of urticaria were sometimes induced in each 
of these patients by placing their feet in hot water although the metabolic 
rate was not appreciably increased. It therefore seems unlikely that 
the abnormally high rates shown by G. B. in the fever cabinet were of 
great significance. 

In 13 patients the basal rate varied from —26 to + 22 on various 
occasions. Eight were treated with thyroid. Among those were the 2 
whose attacks ceased. Four others reported some improvement, but this 
may well have been due to their suggestibility, of which there was ample 
other evidence. In 1 case it may have been an indirect effect. In his 
first account of his illness G. B. remarked that he had recently sweated 
very little in response to heat and exercise and that he was becoming 
lazy and required more sleep than formerly but was tired in spite of 
extra rest. His basal metabolic rate at that time was —24 per cent. 


3. Cannon, W. B.; Queriolo, A.; Britton, S. W., and Bright, E. M.: 
Physiol. 79:467, 1927. 
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\fter two months of thyroid medication his lethargy was reduced ; he 
sweated normally, and his attacks of urticaria were less numerous and 
severe. Further observations indicated that sweating prevented reac- 
tions from weak stimuli but that more intense heat still provoked 
attacks. We have, then, no convincing evidence of a direct relation 
between thyroid deficiency and cholinogenic urticaria. 

Role of Acetylcholine—The strange fact that in these cases lesions 
identical with those caused by a rise in body temperature can be pro- 
duced by a psychic stimulus unaccompanied with change in temperature 
has been explained by the work of Grant, Pearson and Comeau. 

Their observations were briefly as follows: 

1. If one leg of a patient with “heat urticaria” is placed in hot water, 
a generalized outbreak of wheals may appear anywhere except on the 
heated skin. The leg becomes flushed but is usually without wheals. 
This indicates that the wheals are not produced by the direct effect of 
heat on the skin, 

2. If before such a test the circulation of the leg is occluded by a 
cuff, no wheals appear until after the cuff is released and circulation 
restored. This indicates that the essential stimulus is transmitted from 
the heated skin by the blood and not by the nerves. 

3. If in a similar experiment the circulation to one arm is occluded 
by a cuff, although no wheals appear while the arm is ischemic, “numer- 
ous bluish spots of local vasodilatation” can be seen. This indicates 
that the stimulus is carried to the area in which wheals develop by 
nerves and not by the blood stream. If at a suitable time the circulation 
is released and the capillary pressure restored, wheals immediately 
appear, usually in these spots of vasodilatation. 

4. Attacks of urticaria can be produced in these patients with 
acetylcholine. 

Acetylcholine introduced into the skin by cataphoresis occasionally 
produced a local group of wheals. The results were irregular. If 
physostigmine, which blocks the enzyme that rapidly destroys acetyl- 
choline in the body, was introduced simultaneously, the results were 
constant. Urticaria was regularly produced also by the cataphoresis of 
carbaminoylcholine (doryl). This more stable compound produces the 
same physiologic effects as acetylcholine but is not split by cholinesterase. 
The subcutaneous injection of carbaminoylcholine produced in these 
patients generalized outbreaks of urticaria similar to those brought on 
by heat or emotional stimuli. 

5. Pilocarpine produced urticaria in these patients, an observation 
previously made by Marchionini and Ottenstein.‘ These authors had 


4. Marchionini, A., and Ottenstein, B.: Arch. f. Dermat. u. Syph. 163:61, 1931. 
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suggested that this effect was due to hypersensitivity to sweat, 
hypothesis which Grant and associates were able to disprove. 

The experiments with heat indicated that the urticaria was produced 
by a nerve impulse reaching the skin from some central heat-regulating 
center which had been stimulated by the arrival of warmed blood from 
the heated extremity. The nerves supplying the sweat glands, although 
belonging to the sympathetic system, were stated by Dale to be “chol- 
inergic,” i. e., to stimulate the secreting cells by the release of acetyl- 
choline at their terminals. There is evidence, the most definite of 
which was brought out by Bishop, Heinbecker and O'Leary," that 
autonomic vasodilator fibers accompany the sensory nerves to the skin 
and supply the cutaneous vessels. It is probable that these nerves also 
transmit their impulses, in their case to the blood vessels, by the release 
of acetylcholine at their terminations. At least these two effects, secre- 
tion of sweat and dilatation of cutaneous arterioles, are the character- 
istic actions of acetylcholine on the skin. 

Normal and _ heat-sensitive patients alike, when one extremity is 
heated, react in other areas by dilatation of cutaneous vessels and 
secretion of sweat. They also show these two characteristic reactions to 
many emotional stimuli. Apparently, therefore, either an increase in 
body temperature or a purely psychic stimulus may excite these nerves 
to release acetylcholine at their terminations in the skin. 

The essential abnormality of patients with heat urticaria is that 
acetylcholine produces wheals in their skin. The similarity of this 
response to the reaction of normal persons to histamine led Grant and 
associates to conclude that in these cases acetylcholine caused a secondary 
release of “H_ substance’ from cutaneous cells. 


a 


Tests with Choline Compounds.—We were able to repeat the more 
important of the observations of Grant and associates. Four of our 
heat-sensitive patients were tested by subcutaneous injection of carb- 
aminoylcholine. All responded in about ten minutes with a generalized 
outbreak of bright flares, in which minute round wheals appeared exactly 
as they did when the patients reacted to heat or emotion. They showed 
also the normal reactions of flushing, sweating, salivation and abdominal 
cramps, perhaps more pronounced than in normal subjects. Three reacted 
to 0.25 mg., and in the fourth, who failed to react to this dose, a typical 
attack developed after 0.5 mg had been given. One patient with 
localized heat urticaria, 2 with cold urticaria and 5 control subjects 
had no wheals but only the normal response to acetylcholine. 

In testing by cataphoresis, we used as a positive electrode a piece of 
lead foil 5 cm. square, under which was placed thin blotting paper 
saturated with a 1 per cent solution of mecholyl. A current of 0.5 


4a. Bishop, G. H.; Heinbecker, P., and O’Leary, J. L.: Am. J. Physiol. 106: 
647, 1933. 
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‘iampere (20 microamperes per square centimeter) was passed for 
to minutes. During this time a bright flare usually appeared around 
the edge of the electrode. When this was removed, the area was red 
and the follicular orifices usually stood up in cones. In from one to 
five minutes numerous little white wheals appeared; these often fused 
to form one mamillated wheal the size of the electrode. Control 
tests with distilled water produced a few minute wheals in 2 cases but 
nothing resembling the intense reactions to mecholyl. Grant and_ his 
associates employed a much weaker solution (0.05 per cent carbaminoyl- 
choline), which was effective, and also a weaker current (5 microamperes 
per square centimeter). The latter factor might prevent reaction in 
control tests, but our apparatus did not permit measurement of so 


small a current. 

Four patients with heat urticaria when tested in this manner 
showed typical wheals. A fifth showed only a bright flare, with minute 
elevations at the hair follicles, but in contrast to that in normal subjects 
this flare extended several millimeters beyond the area covered by the 
electrode. This was the same patient in whom itching flares without 
visible wheals often developed in response to heat or excitement, so 
that her reaction to the test probably duplicated her spontaneous 
attacks, even if it was difficult to differentiate from some of the reac- 
tions of normal persons. 

Control tests were done on 1 patient with local heat urticaria, 4 with 
cold urticaria, 14 with various allergic conditions and 5 normal 
subjects. One patient with cold urticaria showed a fairly typical reac- 
tion; in addition, in 1 person with eczema, who was also sensitive to 
light, a wide flare developed about the electrode, and beneath it there 
was marked elevation of the follicular orifices but no typical wheals. 
These little elevations at the hair follicles were sometimes seen, but 
less prominently, in normal subjects. They appeared to be due to the 
contraction of the erector pili muscles, but these are stimulated by 
epinephrine and not by acetylcholine. It may be that they were actually 
minute wheals which appeared in these locations because substances 
introduced by cataphoresis enter the follicles more readily than the 
surface skin. 

Intradermal Tests—It seemed that if choline compounds produced 
urticaria when introduced by cataphoresis, it should be possible to pro- 
duce the same effects by intracutaneous injection, a simpler method for 
routine use. Acetylcholine chloride and the more stable analogs, 
mecholyl, carbaminoylcholine and ethyl-8-methylcholine chloride, were 
used. Solutions were made up in physiologic solution of sodium chlo- 
ride, so that the varying amounts, from 0.1 to 0.0001 mg., were con- 
tained in 0.05 cc. and this amount injected. 
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The unstable acetylcholine gave irregular responses. The other 
three compounds seemed about equivalent. One-tenth milligram of 
mecholyl and ethyl-8-methylcholine chloride and 0.01 mg. of carbaminoy)- 
choline occasionally caused a distinct flare in normal subjects, and 
0.0001 mg. sometimes failed to produce a flare in susceptible subjects, 
Consequently, 0.01 mg. of mecholyl, which gave more consistent reac- 
tions than ethyl-8-methylcholine chloride, was used for routine testing, 
These doses produced in normal subjects a 7 or 8 mm. wheal surrounded 
by a narrow flare with a diameter up to 15 mm. In susceptible persons 
the central wheal was as a rule only slightly larger and round. Spreading 
wheals with pseudopods such as are produced by cutaneous tests with 
proteins were rarely seen. The flare was, however, usually larger than 
in the normal subjects, and the characteristic reaction was the appearance 
in this flare of minute outlying wheals, which often, though not always, 
fused with the central wheal to form a large irregular lesion. 

These outlying wheals in the flare were of interest. Dale has sug- 
gested that the flare which occurs about the histamine wheal and which 
is due to an axon reflex is probably the result of a secondary release of 
acetylcholine at the terminals of this reflex arc. Consequently, one 
would expect that in patients hypersensitive to the latter compound 
wheals would appear in the flares. Neither Grant and associates nor 
we could detect them in the flares produced by histamine in patients 
with heat urticaria, and their appearance after these intradermal injec- 
tions might well have been due to diffusion of the acetylcholine which 
we injected. They were, however, so like the little round wheals appear- 
ing during spontaneous attacks that one must suspect they were due to 
the release of acetylcholine by the axon reflex. 

Five patients with heat urticaria were tested with 0.01 mg. of 
mecholyl, and 4 showed this typical reaction. The fifth was the same 
patient who showed no wheals on cataphoresis, and she had a flare 3 cm. 
in diameter with no outlying wheals. One-half hour after this test a 
generalized eruption of itching flares developed. 

Control tests with 0.01 mg. of mecholyl were made on 1 patient with 
local heat urticaria, 4 with cold urticaria, 29 with other allergic condi- 
tions and 13 normal subjects. All except 3 had definitely negative 
reactions. R. S., the light-sensitive patient, and B. G., a victim of 
cold urticaria, had a wheal with small pseudopods. Another patient, 
with pompholyx, showed a reaction unlike any other patient tested. 
After each injection there appeared no round flare but long twisted 
lines of redness extending out from the site of injection as if some 
irritating substance were being absorbed along lymphatic channels. 

The results of intradermal tests were less striking than those obtained 
by cataphoresis but may prove a simple and useful method for detecting 
hypersensitivity to acetylcholine. 
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There seems at present no proof as to the nature of the abnormal 
reaction to acetylcholine shown by these patients. One is tempted to 
sume that the patients are specifically allergic to this compound, but 
we have as yet no evidence that allergy to acetylcholine can be produced. 
\\e have attempted passive transfer of sensitivity with the serum of 2 
of these patients. Four normal persons were given an intradermal 
injection of 0.1 cc. and at intervals of three and one-half and twenty- 
four hours the sites were tested by cataphoresis with mecholyl and by 
immersion in hot water. One subject showed one small irregular 
wheal after cataphoresis, in the area sensitized four and one-half hours 
previously, but the tests otherwise gave negative results. As passive 
transfer of sensitivity to partial antigens has rarely if ever been suc- 
cessful, the negative results are of no great significance. The evidence 
indicates, however, that whether the urticaria follows exposure to heat, 
exercise, nervous excitement or injection of a drug, it is caused by the 
direct action of acetylcholine or some related compound on the cells of 
the skin. We shall therefore refer to this type of urticaria as “cholin- 
ogenic,” to distinguish it from other types which we are about to 
discuss. 
LOCAL URTICARIA IN RESPONSE TO HEAT 

Duke clearly differentiated from generalized heat urticaria another 
type of urticaria which appears only on the area of skin exposed to 
heat. Physical exertion and psychic stimuli produce no attacks in 
patients with this condition. 

Through the courtesy of Dr. George M. Lewis we have recently 
been able to observe a striking example of this type, which he presented 
before the Manhattan Dermatologic Society on May 10, 1938. The 
following tests were made: 

One hand and forearm were immersed in water at 110 F. for five 
minutes. On withdrawal the exposed area was flushed and within five 
minutes was completely covered with a uniform tense wheal. The 
cutaneous surface dropped sharply to a normal level along a line where 
the arm had emerged from the hot water. For 2 or 3 cm. beyond there 
was a bright flare. There were no wheals elsewhere. The patient’s face 
was flushed, and he had slight headache but no other systemic symptoms. 

He did not react to water at 103 F. or to water at 61 F. for the 
same period or to ultraviolet radiation (from a water-cooled quartz mer- 
cury vapor arc lamp) sufficient to produce intense erythema. Cata- 
phoresis with mecholyl and ethyl-8-methylcholine chloride gave negative 
results. Attempts to demonstrate heat-sensitizing antibodies in the 
serum by passive transfer to 5 subjects failed. 

The contrast between this case and those preceding in the effect of 
immersion of an extremity in hot water was striking. Urticaria devel- 
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oped in this patient only on the area of skin immersed, and in the others 
anywhere except on the heated skin. Moreover, the wheal was it 
enormous lesion unlike the beadlike wheals with wide flares in the 
preceding cases. The mechanism by which localized heat urticaria js 
produced is unexplained, but failure of this patient to react to choline 
compounds indicates that the condition is etiologically distinct from the 
preceding type. 
URTICARIA IN RESPONSE TO COLD 


The fact that in certain persons urticaria develops in areas exposed to 
cold is familiar. We had 16 patients whose attacks were definitely from 
this cause. All were women, and the age at the time of onset was from 
12 to 43 years. Their sensitivity to cold had been noticed for from four 
months to ten years, and 4 recovered from their sensitivity while under 
observation. 

Twelve mentioned going out on a cold, windy day as the usual 
cause of the outbreak, and several stated that the attack usually began on 
their return to a warm house after being out in the cold. Four had 
outbreaks after cold baths and 8 after swimming in moderately cold 
water. Four also suffered from generalized heat urticaria. Except 
for those who had attacks also from heat, only 1 believed that emotional 
excitement often brought on attacks. All stated that their attacks were 
limited to the winter unless they went swimming or bathed in cold water. 
All had noted that the wheals were limited to the area exposed to cold, 
and attacks were frequently accompanied with diffuse swelling of the 
hands and feet. Three had fainted during attacks, and 1 fainted while 
being tested with her arm in cold water. Two had had cramps while 
swimming. One patient said that her sensitiveness to cold developed 
after frostbite. Two had urticaria also from foods; 1 had eczema 
and 1 a gastrointestinal allergic reaction to egg. None of these patients 
had syphilis or hemoglobinuria. In 9 patients the attacks were repro- 
duced by placing the arm in water at a temperature of from 10 to 15 C. 
for five or ten minutes or by placing ice cubes on the skin for from 
one to five minutes. The wheals produced were large irregular blotches 
with ill defined flares quite different in appearance from those of heat 
urticaria. This contrast was striking when the two types of wheal 
were compared in a patient sensitive to both heat and cold. As has 
been stated, tests with mecholyl either by intradermal injection or by 
cataphoresis gave negative results in 3 of 4 cases. 

Severe systemic symptoms in these cold-sensitive patients may be 
commoner than would be indicated by these observations. Horton and 
Brown ° expressed the belief that in many cases collapse during swim- 


5. Horton, B. T., and Brown, G. B.: Proc. Staff Meet., Mayo Clin, 7:367, 
1932. 
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ming is due to this sensitiveness to cold. Roth and Horton ° have brought 
evidence that the systemic symptoms are caused by the absorption of 
histamine released in the cooled skin. In one of their patients dipping of 
the arm in cold water stimulated the secretion of acid in the stomach, and 
the curve of acidity followed closely that obtained after the injection of 
0.38 mg. of histamine. 

The basal metabolic rate in 10 cases was determined. In 4 it was 
subnormal (—15 to —21 per cent); in others it ranged from —14 to 
+4 per cent. In 6 treatment with thyroid was given; in 2 the attacks 
no longer occur, and in a third, the attacks were much less severe while 
this medication was in progress. We are, however, by no means certain 
that thyroid influenced the sensitivity. As it happened, 1 of these 
patients had two sessions in the fever cabinet to determine whether she 
was also sensitive to heat just before her attacks ceased, and she ascribes 
her cure to this “treatment.” The only procedure that seemed definitely 
helpful was the taking of daily baths at gradually lower temperatures. 
One patient who faithfully pursued such “desensitization” is now free 


from attacks. 

The mechanism of these reactions has been studied by Harris, 
Lewis and Vaughan.’ They noted that urticaria in response to cold 
occurred in many syphilitic patients suffering from paroxysmal hemo- 
globinuria. They injected patients’ serum into the skin of other syphilitic 
subjects and as soon as the resultant swelling had subsided chilled and 
then gently warmed the area. Typical wheals developed. This passive 
transfer of cold sensitivity was successful with serum from 2 patients 
with urticaria and paroxysmal hemoglobinuria and from a third with 
simple urticaria. It indicated that the serum contained a “dermolysin” 
which united with some cutaneous cells during exposure to cold much as 
the hemolysin responsible for the hemoglobinuria unites with red cells. 
In one instance the authors were able to remove the hemolysin by absorp- 
tion with sheep erythrocytes without removing the dermolysin, which 
indicated that the two antibodies are distinct. 

We have attempted passive transfer of cold sensitivity with 1 speci- 
men of serum to 5 persons and with another specimen to 2, making tests 
after three and one-half and after twenty-four hours. A faintly suspi- 
cious reaction was seen in 2 persons. Duke* and Baumritter* also 
reported failure in similar attempts. The results of Harris and associates * 
were irregular. No transfer was obtained with 2 specimens of serum 
which they tested, and 1 gave a positive result in only 1 of 6 subjects. 


6. Roth, G. M., and Horton, B. T.: Proc. Staff Meet., Mayo Clin, 12:129, 
1937, 

7. Harris, K. E.; Lewis, T., and Vaughan, J. M.: Heart 14:305, 1928. 
. Baumritter, P.: Rev. franc. de pédiat. 2:322, 1926. 
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Whealing of the skin even in subjects not sensitive to heat or cold is so 
greatly influenced by temperature that these tests are full of pitfalls, 
We agree with Harris and associates that his few typically positive 
results are more significant than many negative findings. However, the 
question demands further study. 


URTICARIA PRODUCED BY EITHER HEAT OR COLD 


It seems probable from the studies of Harris and Grant and their 
co-workers that generalized urticaria from heat and localized urticaria 
from cold are produced by different and unrelated mechanisms: vet 
often the two reactions occur in the same person. There were 4 persons 
in our small series whom we included in both the group with a general- 
ized reaction to heat and that with a local reaction to cold. Moreover, 
the occurrence in other cases, which we have classified as instances of 
heat sensitivity, of urticaria after swimming or after coming into a warm 
room out of the cold and the occurrence in 1 case of cold sensitivity of 
urticaria from emotion and in another of a positive reaction to mecholyl, 
indicate that the association of the two conditions was still more fre- 
quent. Patients sensitive to heat alone usually state that cold surround- 
ings give them prompt relief. Others find that cold only makes matters 
worse. The latter are probably sensitive to both agents. This frequent 
association of two seemingly distinct sensitivities in the same person 
suggests that there is some common etiologic factor to which as yet 
no clue is available. 


NONSPECIFIC EFFECTS OF HEAT AND COLD (DOUBTFUL REACTIONS) 


Typical conditions are readily classified, but there are many patients 
who believe that heat or cold provokes their urticaria but who do not 
react when tested. We have already mentioned that heat and cold affect 
urticarial reactions also in patients not specifically sensitive to these 
agents. This may occur in at least two ways: 

1. Heating of the skin may so speed up the circulation that reacting 
substances are carried away before they produce any local effect. This 
seemed to be the case in Grant and associates’ heat-sensitive patients 
whose legs showed no wheals after immersion in hot water. 

2. Excessive cooling of the skin may so reduce capillary pressure 
that no wheal develops, as Lewis showed with histamine. Consequently, 
after natural exposures or on tests wheals from minimal stimuli will 
occur only if the state of the cutaneous circulation is favorable. This 
probably explains the curious history occasionally obtained from patients 
with food urticaria, that hives develop only if and where they are 
exposed to cold after eating the food to which they are sensitive, and 
the circumstance that 1 patient who had attacks only after exposure to 
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cold has been free of attacks since an infection of the nasal sinuses 
cleared up. In the latter case bacterial sensitization was probably the 
primary cause of the urticaria and cold secondary. In cases of cold 
sensitivity in which wheals develop only after the patient returns to a 
warm environment, the reduced capillary pressure probably inhibits the 
reaction as long as the skin remains cold. 


SUMMARY 

Heat and cold are specific excitants of urticaria of three types: 

1. The type we have called cholinogenic. In cases of this type the 
eruption is generalized and the lesions have a distinctive appearance 
which seems pathognomonic. Attacks may follow exposure to heat, 
physical exercise, emotional excitement or introduction of drugs but, 
whatever the primary stimulus, are due to the reaction of cutaneous cells 
to acetylcholine or closely related compounds. 

2. Localized urticaria from heat. In this type the wheals result 
from the direct action of heat on the skin. 

3. Localized urticaria from cold. This probably is due to the pres- 
ence of an autoantibody which unites with some cutaneous cells at low 
temperatures. The frequent association of the first and the third type 
in the same patient indicates that there is some common factor in their 
citiology as yet undetected. 
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COOPERATIVE CLINICAL STUDIES IN THE TREATMENT OF SYPHILIs 


PAUL A. O’LEARY, 
ROCHESTER, MINN. 


HAROLD N. COLE, M.D. 
CLEVELAND 


JOSEPH EARLE MOORE, M.D. 
BALTIMORE 


JOHN H. STOKES, M.D. 
PHILADELPHIA 
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AND 


THOMAS PARRAN, M.D. 
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AND 


LIDA J. USILTON, M.A. 
WASHINGTON, D. C. 


This is an abstract of a study’ of the treatment of tabes dorsalis 
and is the second of a series of reports on neurosyphilis prepared by 
the Cooperative Clinical Group. The material for this report was 
gathered from the five cooperating clinics, which created a pool of reports 
concerning 75,000 patients who had syphilis. In this mass of material 
were represented 5,293 patients whose spinal fluid had been examined 
more than once; 40 per cent of these manifested clinical evidence of 
neurosyphilis, and the reaction of their spinal fluid was positive. The 
records of 985 patients from this group who had tabes dorsalis form 
the basis for this report. These patients were treated and observed 
in one of the clinics for not less than two years, the periods of observa- 
tion ranging from two to twenty years. 


Read before the Section on Dermatology and Syphilology at the Eighty-Ninth 
Annual Session of the American Medical Association, San Francisco, June 16, 1938. 


From the clinics for patients with syphilis of the Mayo Clinic, Western Reserve 
University, Johns Hopkins University, University of Pennsylvania and University 
of Michigan, assisted by the U. S. Public Health Service, with the financial sup- 
port of an anonymous donor. 


1. The complete report appears in Venereal Disease Information (19:367 
[Nov.] 1938). 
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The diagnosis of tabes dorsalis was based on the following subjective 
and objective manifestations of the disease among patients who mani- 
fested evidence of damage to the posterior columns of the spinal cord 
(patients who presented questionable signs of such involvement or those 


in whom only one or two suggested signs of the disease were present were 
excluded from the study) : 


Subjective Symptoms Objective Symptoms 


Argyll Robertson pupils 


Diplopia 
Fixed pupils 


Neuritic pains 
Reduced libido and potentia Irregular pupils 

Crises, gastrointestinal or laryngeal Anisocoria 

Paresthesia, hands and feet Reduction of deep reflexes 
Headache Reduction of pain sense 
Hyperesthesia 

Heat and cold changes 
Ataxia 

Incoordination 
Ophthalmoplegia 


Dizziness 
Vertigo 
Ataxia 
Failing vision 
Incontinence 


Girdle sensations Hemianopia 
Atrophy of the optic nerve 


Change in vibratory sense 
Charcot joints 
Incontinence 

Trophic ulcers in feet 
Palsy of cerebral nerves 
Rombergism 


DEFINITIONS 


Early tabes dorsalis was the diagnosis made for those patients who 
presented signs of the disease but in such mild or moderate degree 
that they were not incapacitated. Advanced tabes dorsalis was the 
diagnosis for those patients who presented signs or symptoms of such 
degree that they were occasionally or permanently incapacitated and were 
prevented from working. 

The following terminology is employed to denote clinical results at 
termination of treatment for patients who had tabes dorsalis: “Symp- 
tomatically cured” implies disappearance of all symptoms but no change 
in the signs of the disease; “much improved” indicates arrest of the 
progress of the disease, with amelioration of symptoms; “stationary” 
implies that the condition remains essentially the same as at the onset; 
“worse” implies progression to vascular neurosyphilis, diffuse meningo- 
vascular neurosyphilis, atrophy of the optic nerve, tabes dorsalis 
(advanced), dementia paralytica or some of the rare forms of neuro- 
syphilis, and “dead” is used in cases of death from tabes dorsalis. 
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SCHEMES OF TREATMENT 


Routine Treatment.—This consists of the use of one of the arsphen- 
amines in conjunction with a heavy metal, either bismuth or mercury. 
If mercurial inunctions are used, one week of inunctions (six rubs) 
was considered equivalent to one injection of a bismuth preparation, 
Routine treatment was given either continuously or intermittently, with 
a bismuth or a mercury preparation administered simultaneously with, 
or in the intervals between, the courses of arsphenamine. Minimal 
prescribed routine therapy consists of twenty arsenical injections, with a 
corresponding amount of heavy metal. A course of arsphenamine con- 
sisted of from six to eight injections of an arsenical preparation, with 
thirty injections of mercuric succinimide or fifteen injections of a 
bismuth preparation. When mercurical rubs were given, forty inunctions 
were considered a course. 


Intraspinal Therapy.—The following technics for intraspinal therapy 
have been used: 


(1) Swift-Ellis Treatment: Twenty minutes after an injection of arsphenamine 

50 cc. of blood is withdrawn into a sterile tube, sealed with a sterile cork and 
allowed to stand in an ice box until the clot separates. Under sterile technic 
the blood serum is then pipetted off and centrifuged until all blood cells are thrown 
down. The clear serum is again drawn off with a pipet and is inactivated at 
56 C. for one hour. Then from 10 to 25 cc. of the serum is allowed to flow 
by gravity into the spinal canal after the withdrawal of an equal amount of spinal 
fluid. Seven intraspinal treatments are considered the minimal effective therapy. 

(2) Swift-Ellis-Ogilvie Technic: This is the same as the Swift-Ellis technic, 
except that from 0.2 to 0.5 mg. of arsphenamine is added to the serum before 
its injection into the spinal canal. 

(3) Ravaut Technic (Wile Modification) : With the patient in the recumbent 
posture on his left side, the lumbar puncture needle is attached by means of a 
rubber tube to a 10 cc. glass syringe. The syringe is lowered below the level 
oi the spine, and 2 or 3 cc. of spinal fluid is allowed to run into the syringe. To 
this is then added 0.1 cc. of solution of old arsphenamine made up in a propor- 
tion of 0.1 Gm. of old arsphenamine to 40 cc. of water. One-tenth cubic centimeter 
of this solution (equivalent to 0.25 mg.) is dropped in by means of a tuberculin 
syringe and needle, so that it can be measured accurately, is stirred with a glass 
rod and then is allowed to flow back into the spinal canal by gravity. 


Tryparsamide Therapy.—Thirty injections of tryparsamide and an 
equal amount of heavy metal were considered a minimal amount of 
treatment with this drug. 

Malarial Therapy—When this was first used, from twelve to four- 
teen bouts of fever were considered a course, but more recently it has 
been found that from eight to ten such bouts produce equally satis- 
factory results. 

Mechanical Fever Therapy—Our compilation of records was started 
before mechanical fever therapy came into vogue, so that appraisal of 
this type of treatment is not possible. 
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INCIDENCE 


The incidence of tabes dorsalis could not be estimated accurately 
from the material studied, because the cases were selected artificially, 
the spinal fluid being examined in some of the clinics only for patients 
who manifested clinical signs of neurosyphilis. In a comparison of the 
white and the Negro race it was found that among men 25 per cent 
of the white and 8 per cent of the Negro patients had tabes dorsalis, 
whereas 15 per cent of the white women and only 3 per cent of the 
Negresses had the disease. Of the patients who had neurosyphilis, 
half of them had tabes dorsalis, whereas 18 per cent had dementia 
paralytica. 

The intensive treatment of early syphilis by the continuous system 
was followed by the lowest incidence of neurosyphilis. If more than 
twenty injections of arsphenamine and an equal amount of heavy metal 
were given by the continuous system, symptomatic neurosyphilis devel- 
oped in only 2.2 per cent of those observed for two years. In 32 per 
cent of patients with tabes dorsalis serologic examination of the blood 
will give negative results, and the examination of the spinal fluid will 
give positive results at the time the diagnosis is made. Hence, it is 
obvious that use of a blood test alone in an effort to confirm the 
clinical impression that a patient has tabes dorsalis will result in an incor- 
rect diagnosis in a third of the cases. Likewise, it was found that the 
serologic reaction of the blood is not a satisfactory indication of the 
results of treatment, because clinical progression will occur in 11 per 
cent of cases in which the serologic reaction of the blood has reversed 
to negative. However, if a negative result is obtained from a blood test, 
the patient is more likely to obtain a satisfactory clinical result than 
when a positive result continues to be obtained. The clinical results 
are at such variance with the serologic reactions of the blood that it is 
inadvisable to attempt to use only the results of blood tests as guides 
in the therapeutic program. 

Examination of the spinal fluid is of much more value as a guide 
not only in diagnosis but in the treatment. Exception to this statement 
was noted in 5 per cent of cases, in which clinical signs of tabes dorsalis 
with no history of previous treatment for syphilis were found associated 
with completely negative results of serologic examination of the blood 
and the spinal fluid. In these cases the negative serologic reports were 
the result of a spontaneous remission or arrest of the disease. 

Grouping of the spinal fluid according to degree of abnormality 
permits more accurate prognosis and an advance estimate of the intensity, 
duration and type of treatment necessary (table 1). Among patients 
whose spinal fluid demonstrated mild abnormality, there were a higher 
proportion of reversals of the serologic reaction to negative, a higher 
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incidence of symptomatic recovery and fewer clinical progressions than 
among those whose spinal fluid demonstrated more severe abnormality. 
In addition, favorable results were accomplished among patients with 
mildly positive reactions of the fluid with less treatment and with the 
simpler therapeutic procedures. However, the reversal of a positive 
reaction of the spinal fluid to negative does not permit the physician to 
assure the patient that clinical progression will not occur, because in 
11 per cent of cases in which complete serologic negativity was obtained 
further progression of the disease occurred. In fact, clinical progres- 
sion in the presence of negative results from tests of the blood and spinal 


TABLE 1.—General Classification of Specimens of Spinal Fluid According to 
Degree of Abnormality Found by Performance of Each of the 
Four Indicated Tests 


Colloidal Benzoin or 


Wassermann Cells per Gold Curve 
Group Test Globulin Test Cu.Mm. cr _ 

Sag Negative Positive or negative 10- 20 000 
00 

Weakly positive Positive 20-100 000 

00 

021 

01 

Strongly positive Positive 30-100 333 


yw 
ore 
to 


10- 308 55 5 
10- 


* Group 1 (mild) includes specimens of fluid in which the number of lymphocytes is 10 
or more, the globulin content is normal or increased and the Wassermann reaction and colloidal 
curve are normal. 

+ Group 2 (moderate) ineludes specimens in which the number of cells and the globulin 
content are increased; the Wassermann reaction is positive or weakly positive, and the colloidal 
curve is indeterminate or positive; if positive, the curve is usually in the syphilitic zone. 

t Group 3 (severe) includes specimens showing the so-called dementia paralytica formula— 
that is, marked excess of globulin, a strongly positive Wassermann reaction (0.2 cc. or less) 
and the type of colloidal curve indicating dementia paralytica. The number of cells is above 
normal and the fluid contains, in addition to small lymphocytes, large lymphocytes and poly- 
morphonuclear leukocytes. 

§ Large lymphocytes. 
| Polymorphonuclear cells. 


fluid is seen more frequently in tabes dorsalis than in any other form 
of neurosyphilis, with the exception of vascular neurosyphilis. Never- 
theless, effort should be directed toward reversing the reaction of the 
spinal fluid to negative, because symptomatic cure is more frequent and 
unfavorable clinical progression more infrequent after successful sero- 
logic reversal has occurred. 

TREATMENT 


Serologic Results—It is not possible to regiment the treatment of 
patients with tabes dorsalis; treatment in each case must be “individual- 
ized,” because all patients do not show similar improvement from the 
same form of therapy. It was impossible to compare accurately the 
values of the various schemes of treatment used by the five clinics, 
because many of the patients were treated in the developmental period 
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of the therapeutic procedures, and the indications for the various types 
of treatment at that time were not well defined. The four methods of 
treatment that were used and observed in a sufficient number of cases 
to warrant study were routine treatment, intraspinal therapy, treat- 
ment with tryparsamide and malarial therapy. 

It has been the practice in most of the cooperating clinics first to 
employ the simpler therapeutic procedures, such as routine therapy. 
If the clinical or serologic response was unsatisfactory, one or more 
of the supplemental methods were then employed, depending on the 
inclinations of the physician in charge. Intraspinal therapy was used 
after unsuccessful routine therapy in many cases, and malarial therapy 
and tryparsamide medication were given when the two former methods 
failed. Accordingly, the supplemental measures were used, as a rule, in 


Percentage of Reversals of Reaction of 
Spinal Fluid 


ie) 10 20 30 40 50 60 70 80 
| | 


Scheme of Treatment 


Routine plus intraspinal 
plus malarial 


Routine plus intraspinal 
plus tryparsamide 


Routine plus intraspinal 


Routine plus tryparsamide 


Routine alone 


Chart 1.—Effect of various schemes of treatment on reversal of spinal fluid of 
patients with tabes dorsalis. 


cases in which resistance to routine treatment had already been demon- 
strated. Thus, an appraisal of routine treatment versus the auxiliary 
measures is not possible because of the disadvantage that the supple- 
mental methods were subjected to in being used for the unresponsive 
patients. It was possible, however, to make some observations on the 
results following each type of treatment which give a clue to their 
merit. There were 171 cases of tabes dorsalis, in 60 per cent of which 
the reaction of the spinal fluid became negative after less than ten 
injections of arsphenamine. Of 95 cases in which considerably more than 
thirty injections of arsphenamine and a heavy metal had been given 
by routine treatment, the reaction of the spinal fluid became negative 
in 61 per cent. However, when we considered the entire group of 
396 patients who were started on routine treatment, it was found that 
in only 29 per cent did the reaction of the spinal fluid reverse to negative 
(chart 1). Of those whose spinal fluid reaction failed to reverse to 
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negative, 173 patients were given intraspinal treatment, and _ serologic 
negativity appeared in 53 per cent of these. Thus, of the cases in 
which we failed to obtain a reversal of the reaction of the spinal fluid on 
routine treatment, there was complete reversal of the reaction in more 
than half after intraspinal therapy. In the institutions where intra- 
spinal therapy was used early in the course of treatment when it was 
evident that routine therapy was failing, the best results were obtained. 
Of the entire group of 482 patients treated with routine and intraspinal 
methods, 49 per cent had a complete reversal of the reaction of the 
spinal fluid to negative. 

The value of malarial therapy for this manifestation of neurosyphilis 
was demonstrated in a group of 75 patients who did not respond sero- 
logically to chemical therapy ; the reaction of 35 per cent of these became 
negative after the course of fever. Another group of 66 were given 
tryparsamide after routine therapy and intraspinal measures had failed, 
and 29 per cent of these derived complete serologic reversals. The value 
of the supplemental methods of treatment in cases of tabes dorsalis was 
noted in a group of 194 patients, of whom 51 per cent had a serologic 
reversal to negative as a result of supplemental methods, after routine 
treatment had failed to influence the reactions of the blood and the spinal 
fluid. 

Clinical Results —The best clinical results were obtained among 
patients who had had syphilis for only a short time when tabes was 
detected, among those who had the early type of tabes and among those 
whose blood and spinal fluid showed a complete reversal to negative. 
Small amounts of treatment (ten injections of arsphenamine) occa- 
sionally will produce great clinical improvement, although some patients 
will not derive clinical benefit from much treatment given for a long 
period. Clinical arrest of the disease was noted in 15 per cent of patients 
who were given routine treatment only; when routine treatment was 
augmented by intraspinal therapy, 25 per cent derived excellent clinical 
results. Under similar circumstances tryparsamide medication produced 
almost the same incidence (24 per cent) of clinical arrest, whereas 
malarial therapy produced equally good clinical results in 22 per cent 
(table 2). 

In the estimation of the value of the various remedies, it was found 
that intraspinal therapy was more effective in preventing clinical progres- 
sion than the other therapeutic measures. Of the 968 patients who 
had tabes dorsalis, 14 per cent showed evidence of clinical progression, in 
the majority toward more advanced types of tabes dorsalis (8 per cent), 
whereas dementia paralytica, the tabetic form of dementia paralytica 
and vascular neurosyphilis developed in that order of frequency. Other 
findings of significance were that 2.5 per cent of those obtaining com- 
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pletely negative reactions of blood and spinal fluid experienced 
unfavorable clinical progression and that the incidence of clinical progres- 
sion was higher among patients who had severe abnormality of the 
spinal fluid. Reversal of the reaction of the spinal fluid was not always 
paralleled by clinical improvement, although in 70 per cent of cases 
in which excellent clinical results were obtained the spinal fluid became 
negative. Conversely, in a group who obtained satisfactory serologic 
response, in only 26 per cent was the disease clinically arrested. The 


Taste 2.—Clinical Results of Various Types of Therapy in the Treatment 
of Tabes Dorsalis 


Results of Treatment 


Clinically Slightly Remained Disease 
Arrested Improved Stationary Died Progressed Total* 
Per- Per- Per- Per- Per- Per- 
Amount and Type Num- cent- Num- cent- Num- cent- Num- cent- Num- cent- Num- cent- 
of Treatment ber age ber age ber age ber age ~ber age ber age 
Routine plus ma- 
RITE. vevxorecnsves 31 21.7 50 34.9 45 31.5 1 0.7 16 11.2 143 100 
Routine plus 1 to 6 
intraspinal treat- 
MENES...-cccccvess 53 20.1 94 35.6 68 25.7 2 0.8 47 17.8 264 100 
Routine plus 7 or 
more intraspinal 
treatments........ 82 29.3 123 43.9 56 20. 1 0.4 18 6.4 280 100 


Routine plus 1 to 30 
doses of trypars- 
SU i scddcsasas 30 19.9 49 32.5 38 25.1 2 1.3 32 21.2 151 100 

Routine plus 30 or 
more doses of 

tryparsamide..... : ‘ 20. 3 9.5 


Inadequate routine 


52 


118 


* Exclusive of unknown results. 


clinical response may precede or follow serologic reversal, although in 
21 per cent the clinical response did not appear until five years after 
the reversal of the spinal fluid to negative. Treatment with tryparsamide 
and malarial therapy were followed by clinical improvement before 
serologic reversal more frequently than was routine or intraspinal 
therapy. 


SYMPTOMS 


The frequency of the symptoms of tabes dorsalis is shown in chart 
2, and chart 3 illustrates the incidence and order in which the symptoms 
disappeared under treatment. In chart 4, the effect, favorable and 
otherwise, on the symptoms of tabes dorsalis of the four types of treat- 
ment is depicted. 


2 
17 39.9 124 22.8 3 0.6 65 11.9 544 100 
Adequate routine = 
0) ye 39.7 33 25.2 2 1.5 20 15.3 181 100 : = 
1.4 39.5 77 26.9 2 0.7 50 17.5 286 100 
4 


Symptom Number Percentage of patients with specified symptoms 
10 20 70 80 


535 
Lightning pains 135 | 
Ataxia 
Incontinence 
Impotence 
112 Males (775) 
Females (210) 
Diplopia 21 
Atrophy of the 84 
optic nerve 13 
Charcot joints #8 
Mal perforans 


Chart 2—Frequency of symptoms in patients with tabes dorsalis, according 
to sex. 


Percentage disappearing 
Symptom 20 300s 40 50 60 70 80 9 


Mal perforans | 


Crises 
Lightning pains 
Incontinence 
Impotence 


Ataxia 


Charcot joints 


Atrophy of the 
optic nerve 


Chart 3.—Percentage of symptoms of tabes dorsalis disappearing under 
treatment. 


Symptom 


Atrophy of the 
optie herve 


Charcot joints 


Impotence 


Mal perforans 
Ataxia 


Lightning pains 


Crises 


Incontinence 
Diplopia 


Progressed 
Eee’ Stationary 


Chart 4.—Final result of treatment in patients wity tabes dorsalis. 


Numbero 10 20 30 40 «50 60 70 100 
17 
304 
133 
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Several outstanding therapeutic effects noted in this study are 
worthy of emphasis. Thirteen per cent of the 69 patients with atrophy 
of the optic nerve experienced definite improvement in vision, and in 
30 per cent the progressive loss of vision was arrested. There were 
fewer cases of continued visual loss after malarial therapy than after 
any of the other therapeutic procedures, perhaps because the majority 
of patients received much chemotherapy prior to the course of fever. 
Intraspinal therapy was the next most effective and routine treatment 
the least efficient in the control of atrophy of the optic nerve. 

In more than half (63 per cent) of the 43 patients who had Charcot 
joint an arrest of the process followed treatment, i. e., further damage 
to the bony structure of the joint did not develop. The various schemes 
of treatment were of about equal value in this complication. 

Of the 227 patients who complained of reduction in libido and 
potentia, information in regard to the effect of treatment on this com- 
plaint was available for only 26. In 12 treatment was of no help in 
restoring either desire or ability. 

In 47 per cent of cases of trophic ulcer healing followed treatment. 
Ataxia was present in 304 cases; in 15 per cent it disappeared, and 
in 41 per cent definite improvement followed treatment. The results 
following malarial therapy were slightly better than those following 
either of the other methods of treatment. 

Definite information was available on the effects of treatment on 558 
patients who had neuritic or lightning pains, the most frequent com- 
plaint of patients who have tabes dorsalis; these symptoms completely 
disappeared in 31 per cent and in 35 per cent diminished in severity 
and in frequency. The neuritic pains responded more readily to the 
simpler therapeutic measures, a third of the patients noting complete 
relief following routine therapy. 

Gastric crises were relieved entirely in 53 of 118 cases, and in 26 
the severity of the attacks was lessened and the interval between attacks 
increased. Routine therapy was more successful than the supplemental 
measures in the treatment of this complication of tabes dorsalis. 

Incontinence disappeared in 24 per cent of the 270 patients who had 
the complaint, and malarial therapy was followed by the greatest 
incidence of improvement. 

Diplopia was the manifestation of tabes dorsalis most responsive 
therapeutically, as it disappeared completely in 83 per cent of 87 cases. 
Routine therapy was followed by restoration of function of the ocular 
muscles in the greatest number of cases. 

Accordingly, routine treatment was most effective among patients 
who had gastric crises and lightning pains and least effective in cases of 
atrophy of the optic nerve and ataxia. Intraspinal therapy demon- 
strated its greatest value in the treatment of gastric crises. However, 
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clinical progression was less frequent among patients who had crises, 
incontinence, neuritic pain and ataxia after intraspinal treatment than 
after any of the other supplemental forms of treatment. Malarial therapy 
and tryparsamide medication exerted their most successful effects among 
patients who had atrophy of the optic nerve, crises, incontinence and 
neuritic pain. 


PROPOSED PROCEDURES OF TREATMENT OF TABES DORSALIS 


This survey shows that routine therapy will reverse the reaction of 
the spinal fluid among many patients with tabes dorsalis. Routine 
therapy should consist of at least eight injections of arsphenamine to a 
course and twice as much of a heavy metal. The treatment may be 
given by the continuous or the intermittent system. If the continuous 
system is employed, at least two courses of arsphenamine should be 
given two months apart, and during the interim a course of from twelve 
to fifteen injections of a bismuth preparation may be used. It would 
appear from the data that the use of a soluble mercurial salt daily, 
simultaneously with the course of arsphenamine, produces a_ higher 
incidence of improvement than a combination of arsphenamine and a 
bismuth preparation. However, the daily use of a soluble mercurial 
salt for a series of thirty injections frequently is not practical, and in 
lieu of it a soluble salt of bismuth in solution may be given at the rate 
of two injections a week, each dose containing a minimum of 35 mg. 
of metallic bismuth. When an examination of the spinal fluid shows 
that two courses of routine treatment have not made any material 
change in the spinal fluid and when there is no material improvement 
in the clinical aspects of the disease, the patient should be given the 
advantage of supplemental or auxiliary treatment. If the clinical mani- 
festations observed indicate that the disease is in a comparatively 
early stage, intraspinal therapy in conjunction with routine treatment 
offers the highest percentage of clinical and serologic improvement. 

However, among patients who have signs of advanced tabes dorsalis, 
intraspinal therapy is not rewarded with correspondingly satisfactory 
results. Intraspinal therapy, to be efficient in the control of the clinical 
progress of the disease, should be given in at least two series, with three 
intraspinal treatments to the course, in conjunction with routine ars- 
phenamine and bismuth medication, because although serologic improve- 
ment may be noted with fewer intraspinal treatments, the clinical results 
are usually unsatisfactory among patients who receive fewer than six 
intraspinal treatments. Among those patients who have tabes dorsalis 
and whose spinal fluid shows a curve of the type of dementia paralytica, 
malarial therapy when used early in the course of tabes dorsalis and 
followed by intraspinal therapy produces satisfactory clinical and sero- 
logic results. The amount of chemotherapy to be given after the course 
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o! fever should be guided not only by the type of spinal fluid and its 
response to treatment but, more particularly, by the clinical response. 
\s a rule, three or more courses of combined routine and intraspinal 
therapy are recommended. The results following the use of tryparsamide 
are slightly less satisfactory than those following either of the other 
supplemental types of treatment, and tryparsamide must be given for a 
long period to obtain comparable results. The incidence of clinical 
progression associated with the use of tryparsamide is higher than that 
associated with either of the other supplemental methods. 

There were 214 cases in which tryparsamide was given, in 33 (14.5 
per cent) of which ocular complications of one type or another developed. 
In 6 per cent, blurring of vision was the chief complaint; in 2.8 per 
cent, constricted visual fields were found; in 3.3 per cent atrophy of 
the optic nerve developed in the course of treatment with tryparsamide, 
and in 3 per cent the type of ocular complication was not stated. In 
40 per cent of these patients the reaction occurred before the fifth 
injection. 

Accordingly, the points that seem worthy of special emphasis in the 
treatment of tabes dorsalis are the following: (1) early recognition of 
tabes dorsalis; (2) trial of routine therapeutic measures; (3) institu- 
tion of supplementary or auxiliary treatment if the serologic and clinical 
status of the patient is not improved within the first six months after 
routine treatment is instituted. 

If routine treatment is to produce the most satisfactory clinical 
results, it must consist of more than twenty injections of arsphenamine 
and twice as much of a bismuth preparation. Intraspinal therapy is 
most efficient when a minimum of seven intraspinal treatments is 
given in conjunction with the routine treatment. At least thirty injec- 
tions of tryparsamide and thirty injections of a bismuth preparation 
should be given as a course, although the most satisfactory results are 
noted among patients who receive one hundred or more injections each 
of tryparsamide and a bismuth preparation. If malarial therapy is used, 
the patient should undergo not less than eight bouts of fever. 

It is suggested that when a patient fails to show a satisfactory 
response to one of the supplementary types of treatment, a change 
to one of the other supplemental methods may be advisable, because in 
a small proportion of cases in which resistance is high satisfactory 
clinical and serologic results will follow combination of the three 


auxiliary types of treatment. 


ABSTRACT OF DISCUSSION 

Dr. STEFAN ROTHMAN, Budapest, Hungary: The syphilologists and neurolo- 
gists in Hungary and other European countries are impressed by the fact that true 
severe polysymptomatic tabes is practically no longer seen. This change cannot 
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be explained by the institution of fever therapy, as the milder course was joted 
prior to its use. It may be a consequence of the energetic treatment in the carly 
stages of the disease. 

I think that the cooperative work which Dr. O'Leary described on two impor- 
tant questions is not only the best but the only possible method for making progress 
in actual practical questions about syphilis. I regret to say that the European 
clinics do not cooperate in this manner. 
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LYMPHOGRANULOMA VENEREUM 


SULFANILAMIDE 


ESPECIALLY ITS TREATMENT WITH 


W. SHAFFER, M.D. 
AND 
EFFIE ARNOLD, M.D. 
DETROIT 


LOREN 


Lymphogranuloma venereum is receiving more and more considera- 
tion, evidenced by the increasing number of articles appearing in the 
medical literature. The impression that it is becoming much more 
prevalent in temperate climates is probably correct. In 84 cases of a 
total of 5,000 new cases of venereal disease in 1937 at the Venereal 
Disease Clinic of the Detroit Department of Health a diagnosis of 
lymphogranuloma venereum was made. In 1936 the diagnosis was made 
in 42 cases, and there were progressively smaller numbers in preceding 
years. It is admitted that the condition was not always recognized in 
the past, but this increase can hardly be entirely explained on this basis. 
More than half the patients attending this clinic are Negroes, and our 
Negro population has increased with tremendous strides in the last 
twenty years. The disease is slightly more prevalent in this clinic in 
men than in women. Approximately 75 per cent of our cases of 
lymphogranuloma venereum in men occur in Negroes. In Detroit, at 
least, the disease is rare in white women. With more and more white 
men becoming infected, it is to be expected that the disease will appear 
more frequently in white women. 

One explanation for the increasing incidence is the recognition of the 
disease early and even when there is only slight suspicion through the 
use of the Frei test as a routine. It is difficult to keep our clinic supplied 
with Frei antigen prepared from the pus of human patients for diag- 
nostic and therapeutic purposes. Mouse brain antigen has therefore 
been widely employed. We feel that another word of caution should be 
expressed in relation to interpretation of reactions from this antigen. 
Contrary to the work of Grace and Suskind‘ in proving the specificity 
of mouse brain antigen, it has produced many questionable reactions in 


From the Venereal Disease Clinic, Detroit Department of Health, Dr. Henry 
F. Vaughan, Commissioner. 

Read by title at the Sixty-First Annual Meeting of the American Dermato- 
logical Association, Inc., Del Monte, Calif., June 9, 1938. 

1. Grace, A. W., and Suskind, F. H.: Use of Standardized Mouse Brain 
Antigen for Frei Test for Lymphogranuloma Inguinale, J. A. M. A. 107:1359 


(Oct. 24) 1936. 
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our hands. That this may be due to contamination of the antigen or to 
allergy to mouse brain tissue is possible. All practical steps to prevent 
contamination of the antigen are observed. Such reactions have occurred 
from fresh vials as readily as from those previously used. Our experi- 
ences confirm those of Strauss and Howard,? who stated that the 
antigens prepared from the brains of mice undergo some change within 
a few weeks which gives rise to a reaction almost indistinguishable from 
a true positive reaction. We have found as a routine that the mouse 
brain antigen gives more violently positive reactions than that prepared 
from the pus of human patients. Frequently a vesicopustule develops 
on top of the papule and may reach a centimeter in diameter. Such 
pustules are unusual after the use of human antigen and if they develop 
they are rarely more than 3 mm. in diameter. It is our belief that the 
mouse brain antigen marketed at present could well be further diluted 
when used for diagnostic purposes. When the criteria of a true positive 
reaction are remembered, it is questionable that false positive reactions 
occur, but erythema several centimeters in diameter with an indurated 
papule up to 4 mm. in diameter is frequent. Such reactions may be read 
as positive by various members of the staff of a large clinic unless con- 
stant care is practiced. We prefer to make tests with both human and 
mouse brain antigen at the same time and call the diagnosis questionable 
in cases in which the reading of the test with human antigen is negative 
after forty-eight hours, even if the mouse brain antigen has produced a 
seemingly positive reaction. 

The present study is a report on 46 Negresses with lymphogranuloma 
venereum, including observations on their treatment. The distinctive 
clinical course of this disease in women has already received its merited 
discussion in the literature. One clinical finding, we believe, has not 
received its deserved attention. In cases of late involvement in which 
vulvovaginal ulcers are present, after some healing and elephantiasis 
occur, characteristic polypoid masses develop about the entrance to the 
vagina and around the rectum. Frei®* stated that “the anal folds often 
form elephantiasic round hemorrhoid-like or lobated cockscomb-like 
small tumors.” We have found no description of similar tumors about 
the vaginal introitus, which are larger and more pedunculated even than 
those located about the rectum; when present they are clinically diag- 
nostic of this disease. 

The average age of our 46 Negresses with lymphogranuloma 
venereum was 29. Two patients were 19 when the diagnosis was made, 
and the oldest patient was 56. 


2. Strauss, M. J., and Howard, M. E.: Frei Test for Lymphogranuloma 
Inguinale, J. A. M. A. 105:517 (Feb. 15) 1936. 

3. Frei, W.: Venereal Lymphogranuloma, J. A. M. A. 110:1653 (May 14) 
1938. 
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(jenital involvement occurred in all but 8 cases. In 8 cases genital 
involvement was classified as mild; in 10 as moderately severe and in 20 
as severe with extensive ulceration, elephantiasis and polypoid hyper- 
trophy. Involvement of the inguinal glands is supposed to be uncommon 
in women. It was present in 18 of our 46 cases, being classed as mild 
in 11, moderately severe in 4 and severe in 3 in which multiple glands 
were involved and draining sinuses present. It is our belief that a mild 
degree of involvement of the inguinal glands occurs in the majority of 
cases at an early stage of the disease. The glands break down only 
occasionally and disappear as the disease becomes chronic. Rectal 
involvement occurred in 16 of our 46 cases, being mild in 3 and severe, 
with diffuse infiltration, ulceration, sinus formation, elephantiasis or 
stricture, in 13 cases (39 per cent). It is our belief that the incidence 
of mild rectal involvement would be found greater if special examina- 
tions including use of the proctoscope were made. 

The incidence of syphilis in our cases was high, as might be expected 
in this group; the Kahn test was strongly positive in 19 (41 per cent), 
doubtful in 2 and negative in 25 cases. We saw no evidence that syph- 
ilis might produce a state of anergy in the patient with lymphogranuloma 
venereum and cause a negative reaction to the Frei test, as suggested by 
Sulzberger and Wise.* Likewise, we have no evidence that lympho- 
granuloma venereum tends to produce false positive serologic reactions 
for syphilis. 

In 12 of our 46 cases the diagnosis was classified as doubtful on the 
basis of clinical findings, prompt response to treatment ordinarily not 
effective and a positive reaction only to mouse brain antigen. The 
remaining 34 cases were acceptable as cases of true lymphogranuloma 
venereum, The supposedly good response of chancroid to treatment 
with sulfanilamide, recently reported by Hanschell,® makes it necessary 
to be reasonably certain one is dealing with cases acceptable as instances 
of lymphogranuloma venereum in reporting results of therapy in this 
disease, especially with sulfanilamide. Another factor confusing to the 
clinical picture is the variable nature and chronicity of this disease which, 
as stated by Frei,* “in most cases extends over several months, some- 
times only over a few weeks and rarely over years.” The tendency to 
spontaneous cure makes appraisal of treatment difficult and strengthens 
the belief that the disease may be much more common than is believed. 
It is chronic disease only that is ordinarily recognized. 

Our experiences with the commonly accepted methods of treatment 
in this disease have been entirely unsatisfactory. We have seen no 


4. Sulzberger, M. B., and Wise, F.: Lymphopathia Venereum, J. A. M. A. 
99:1407 (Oct. 22) 1932. 
5. Hanschell, H. M.: Sulfanilamide in the Treatment of Chancroid, Lancet 


1:886 (April 16) 1938. 
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definite evidence that the drugs used in the treatment of syphilis |jaye 
any effect on lymphogranuloma venereum. Occasionally a seemingly 
brilliant result could well be explained on the basis of a natural tendency 
to spontaneous cure. Our results have been equally discouraging with 
antimony and potassium tartrate. Our most encouraging results were 
secured with the intradermal use of Frei antigen. Even these were not 
promising, and the expense incident to supplying sufficient mouse brain 
antigen for intravenous use is usually prohibitive in the budget of a free 
clinic. Likewise, the limitations of surgical removal of infected glands 
in an ambulatory clinic—especially for women—make that measure 
seldom used and never practical. 

With the introduction of sulfanilamide and its use in greatly 
diversified infections, it occurred to one of use (E. A.) to try its effect 
on this stubborn virus infection. Treatment in our first case was begun 
on Aug. 15, 1937. Results were so promising that the drug was tried 
in an increasing number of cases up to the time of the present writing. 

We have used it in 22 cases of lymphogranuloma venereum, all of 
which have been considered typical. In 12 of these cases we used 
sulfanilamide alone, and in 10 others sulfanilamide was tried after 
other methods of treatment had seemingly failed. The patients were 
all ambulatory and were given rather small doses of sulfanilamide. The 
drug was given entirely by mouth, and our usual procedure was to give 
40 grains (2.59 Gm.) daily in four doses of 10 grains (0.65 Gm.) each 
for one week; 30 grains (1.94 Gm.) daily in three doses of 10 grains 
(0.65 Gm.) each for the second week, and 20 grains (1.29 Gm.) daily 
in four doses of 5 grains (6.32 Gm.) each for the remainder of the time. 
The usual length of treatment was one or two months. Our problem 
was first to find if the use of sulfanilamide was of clinical value. The 
ideal schedule of doses must still be worked out. In no case as yet have 
we given more than one course of treatment, although interrupted and 
repeated courses like those commonly used in cases of gonorrhea may be 
desirable. We are pleased that our results with such small doses have 
been so encouraging. We have observed no serious reactions to the 
drug in this group. 

On a basis of chronicity, in 5 of the 22 cases the condition was acute 
or of less than three months’ duration; in 6 it was subacute or of less 
than one year’s duration, and in 11 it was chronic, being of from one to 
two years’ duration in 5, of from two to four years’ duration in 2 and 
of more than four years’ duration in 4. 

The results of treatment may well be classified according to whether 
sulfanilamide was used alone or after other methods of treatment 
(table 1). Of the 12 cases in which sulfanilamide alone was used, there 
were seeming cure in 3, improvement in 5 and no improvement in 2; in 
2 cases the results are unknown. Of the 10 cases in which there had 
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ecu previous treatment (usually intradermal injections of Frei antigen, 
iuunistration of antimony and potassium tartrate, treatment for 
coexisting syphilis or a combination of these, none of which produced 
yaterial benefit), there were seeming cure in 1, improvement in 6 and 
no improvement in 1; in 2 cases the results are unknown. 

lhe results of treatment in these same cases may be classified on a 
jasis of chronicity of the condition (table 2). Of the 5 cases of acute 
involvement, in 2 there was seeming cure; in 1 there was improvement 
and in 2 treatment was discontinued and the result is unknown. Of the 
6 cases of subacute involvement, in 2 there was seeming cure; in 3 


Taste 1—Results of Treatment with Sulfanilamide Alone and After Other 
Treatment 


Results 


— 
Improve- NoImprove- Patient 
‘Treatment Cure ment ment Lost 
Sulfanilamide alone (12 3 a 


Sulfanilamide after other treatment (10 cases) 


Taste 2.—Classification of Results According to Chronicity of Disease 


Results 

Improve- NoImprove- Patient 

Stage of Disease Cure ment ment Lost 


Active 0-3 month® (5 CASES)........cccceccsevvves 2 1 0 
Subacute 3-12 months (6 Cases)................+: 2 1 

0 1 

4 
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improvement and in 1 no improvement. In the chronic group, of the 
5 cases of infection of from one to two years, there was improvement 
in 3, and in 2 the patient disappeared from observation; of the 2 cases 
of infection of from two to four years, there was improvement in 1 and 
none in the other, and of the 4 cases of infection of more than four 
years’ duration there was improvement in 3 and in 1 no improvement. 
There were, accordingly, no cases of cure in the chronic group, which 
could hardly be expected, since the late results are scars, stricture and 
permanent interference with lymphatic drainage. Symptomatically the 
chronic conditions were usually much better; the discharges diminished 
rapidly, and the patients gained weight and reported an improved feeling 
of well-being. In about 15 per cent of our cases gonorrhea fails to 
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respond to sulfanilamide. Approximately this same percentave of 
failure seems to hold in this group. No satisfactory explanation for 
these failures has been given. 


BRIEF CLINICAL REPORT OF REPRESENTATIVE CASES 


Case 1.—A. J., a Negress aged 24, had a 4 plus reaction to the Kahn test. She 
reported to our clinic in June 1936 with an extensive vulvovaginal ulcer involving 
the right labium majus, mild right inguinal adenitis and elephantiasis of the vulya. 
She was treated for syphilis with mapharsen and a bismuth preparation until 
June 1937 and received fourteen intradermal injections of Frei antigen (mouse 
brain) from February to April 1937 and twelve intravenous injections of antimony 
and potassium tartrate in June and July 1937. No clinical improvement occurred, 
and the ulceration became even more extensive. Administration of sulfanilamide 
was begun on Aug. 15, 1937 (this case was the first in which we used this treat- 
ment), and continued according to the schedule already outlined until Oct. 25, 
1937. Symptomatic improvement was rapid and gratifying. Clinical improvement 
occurred more slowly. Some ulceration was still present on Oct. 25, 1937. The 
ulcers continued to improve without further medication and were completely healed 
on Dec. 6, 1937. She did not return for recheck after this date. 

Case 2.—S. K., a Negress aged 44, had been under treatment and cbservation 
for syphilis since 1927. She reported with an ulcer on the fourchet in April 1936, 
She was not seen again until May 1937, when she stated that she had received 
treatment in another clinic. At this time there was extensive ulceration of the 
genitals, with polypoid lesions and marked elephantiasis. She received treatment 
with Frei antigen during May and June 1937 and again disappeared. She returned 
in January 1938, at which time administration of sulfanilamide was begun and 
continued until March 1938. The condition improved rapidly both symptomatically 
and clinically. The active ulcers had healed by March 1938. Scar tissue and 
elephantiasis persisted. This patient is still under observation when this report 
is written. 

Case 3.—E. G., a Negress aged 56, had a negative Kahn test. She had severe 
vulvar ulceration with polypoid hypertrophy and moderate elephantiasis, plus 
induration and sinus formation around the anus and rectal stricture. She had 
been treated with antimony and potassium tartrate at another clinic, without 
improvement. She reported to our clinic on March 7, 1938, at which time treat- 
ment with sulfanilamide was begun and continued to April 15, 1938. Again the 
symptomatic improvement was more gratifying than might be expected in a case 
of such chronic involvement. The areas of ulceration and sinuses did not com- 
pletely heal. There was no change in the stricture. This patient was still under 
observation when this report was made. 

Case 4—V. H., a Negress aged 26, had a 4 plus reaction to the Kahn test. 
This patient had a sharply defined ulcer of the left labium minus, which extended 
into the vagina. This did not improve during three months’ treatment for syphilis. 
Administration of sulfanilamide was begun on March 10, 1938, and continued 
until April 8, 1938, by which time the ulcer had healed. Treatment for syphilis 
was then resumed. The patient was still under observation when this report 
was made. 

Case 5.—M. H., a Negress aged 25, had a 4 plus reaction to the Kahn test. 
She had ulceration of both the vulva and rectum with polypoid and cockscomb 
types of hypertrophy. Administration of sulfanilamide was begun on March 7, 
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193%, and continued until April 15, 1938, after which antisyphilitic treatment with 
mapharsen was undertaken. Symptomatic improvement was rapid during sulf- 
anilamide therapy, although the ulceration had not completely healed at the time 
of writing. In cases of this type several courses of treatment might well be given 
after appropriate intervals for rest. 


\Ve have not been able to find any mention in the literature until 
recently of the use of sulfanilamide in the treatment of lymphogranu- 
loma venereum. Levaditi and Vaisman® reported that they found no 
evidence that drugs of the type of sulfanilamide had any value in pro- 
tecting monkeys from the intracerebral injection of the virus of lympho- 
granuloma venereum. In a recent article Levaditi* reported again on 
the use of these drugs in virus diseases and stated that microscopic and 
histologic examination of the local reaction produced by the inoculation 
of guinea pigs with the Kamm strain of lymphogranuloma venereum in 
the inguinal region indicates a clear curative action by sulfanilamide and 
various derivatives. Gjurié® reported excellent results in clinical cases 
from the combined use of fuadin and sulfanilamide and from sulfanil- 
amide alone. Bar® found that sulfanilamide retards the course of 
lymphogranuloma venereum in mice inoculated intracerebraily. In groups 
of animals infected with a small amount of virus some were cured. The 
author, however, criticized the enthusiastically favorable report of 
Gjuri¢, which is the only one that we have found on the clinical use of 
these drugs in lymphogranuloma venereum. 

We realize the need for conservatism in reporting new uses for a 
popular drug. To quote from Alvarez: '° 


Every student of therapeutics knows that every time a new drug catches the 
fancy of physicians or proves to be useful in one small field of disease, it is 
immediately tried out extensively for the relief of almost every known malady. 

Today, sulfanilamide is being tried out in the treatment of all infections 
just as salvarsan was tried out twenty years ago. . . . Similarly, in a few 
years the use of sulfanilamide will doubtless be restricted to a few types of 
infection. 


On the basis of our short experience and small number of cases with 
rather poor control, we believe that sulfanilamide is worthy of further 
trial in the treatment of this disease, so notoriously unresponsive to 

6. Levaditi, C., and Vaisman, A.: The Curative and Preventive Action of 
the Chlorhydrate of 4’ Sulfamido 2,4-Diamino-Azobenzene and Similar Compounds 
in Experimental Streptococcic Infection, Presse méd. 43:2097 (Dec. 25) 1935. 

7. Levaditi, C.: The Therapeutic Activity of the Sulfur-Benzene Derivatives 
in Diseases Produced by Ultravirus, Compt. rend. Soc. de biol. 127:958, 1938. 

8. Gjurié, N. J.: New Method of Treating Lymphogranuloma Inguinale, 
Miinchen, med. Wchnschr. 85:335 (March 4) 1938. 

9. Bar, F.: Therapy of Experimental Lymphogranuloma Inguinale, Klin. 
Wehnschr, 17:588 (April 23) 1938. 

10. Alvarez, W. C.: A Suggestion as to the Mode of Publication of Thera- 
peutic Results, Am. J. Digest. Dis. 5:192 (May) 1938. 
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other methods of treatment. The rapid symptomatic improvement jy 
the majority of cases, even of severe chronic involvement, is gratif ying, 
Longer observation will be necessary to determine the permanency oj 
these results. That the seemingly specific results may be due to action 
of the drug on the secondary invaders rather than on the specific virus 
of the disease must be admitted. It is consoling, however, to find that 
recent reports in the German and French literature have confirmed our 
favorable impressions of the effect of sulfanilamide, both clinically and 
experimentally. This drug may be an effective weapon also in the 
prophylaxis of lymphogranuloma venereum, which is probably increasing 
rapidly, at least in large communities. 


CONCLUSIONS 


The prevalence of lymphogranuloma venereum is seemingly increas- 
ing rapidly, at least in large centers of population. 

Caution is necessary in interpreting the results of Frei tests per- 
formed with mouse brain antigen, since this substance produces a more 
violent local reaction than does antigen prepared from the pus of human 
patients and may give suggestive positive reactions in normal control 
subjects. 

This report’ covers clinical observations and treatment of 46 
Negresses with lymphogranuloma venereum. 

Our experiences with the commonly accepted methods of treatment 
of this disease have been entirely unsatisfactory. 

We began the use of sulfanilamide in the treatment of this disease 
in August 1937 and were immediately impressed with its value. 

Twenty-two patients with lymphogranuloma venereum have been 
treated since this date. Four seemingly made a complete recovery; 
11 experienced marked improvement ; 4 disappeared before results were 
known, and the results in 3 cases should be classed as failures. 

Recent reports in the German and French literature confirm our 
favorable impressions both clinically and experimentally. 

The ideal schedule of doses and the indicated length of treatment 
must still be worked out. 
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THE TRICHOPHYTIN TEST 


ITS VALUE AS A DIAGNOSTIC AID 
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NEW YORK 


Laboratory methods for the detection and identification of fungi 
pathogenic to man are time consuming and sometimes difficult to carry 
out, and the results are frequently inconclusive. The technical details 
and the interpretation of the microscopic and cultural results all require 
experience, patience and judgment. For these and other reasons, the 
development of a cutaneous test of diagnostic specificity would be of 
considerable importance in the recognition of mycotic diseases. A great 
deal of work relating to this subject has been carried out since 1902, 
when Neisser + and Plato made an extract of fungi isolated from patients 
with ringworm and called the product “trichophytin.” Nevertheless, 
there are considerable confusion and differences of opinion as to the 
value of fungus vaccines in diagnosis and treatment. The Council on 
Pharmacy and Chemistry of the American Medical Association? has 
twice postponed consideration of the efficacy of fungus extracts. A 
study of the recorded observations of many of the workers in this field 
has been deleted from this article, owing to the lack of space available 
for its publication. 


THE PRESENT STUDY 


The trichophytin test has been studied on over 1,000 patients during 
the past three years. Some of the results have been previously pub- 


From the Skin and Cancer Unit, New York Post-Graduate Medical School 
and Hospital, Columbia University. 

Read at the Sixty-First Annual Meeting of the American Dermatological 
Association, Inc., Del Monte, Calif., June 9, 1938. 

1. Neisser, A.: Plato’s Versuche iiber die Herstellung und Verwendung vom 
Trichophytin, Arch. f. Dermat. u. Syph. 60:63, 1902. 

2. Trichophyton Extract (Metz Trichophytin), report of the Council on 
Pharmacy and Chemistry, J. A. M. A. 99:1779 (Nov. 19) 1932; Trichophytin 
and Oidiomycin: Preliminary Report, report of the Council on Pharmacy and 
Chemistry, ibid. 107:658 (Aug. 29) 1936. 
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lished.* Patients who received the test dose of trichophytin were exam. 
ined for evidence of a fungous disease, and when foci were found, both 
microscopic tests and cultural studies were undertaken. The results of 
this investigation form the basis for the present report. From our 
experience and that of others we shall attempt to answer certain ques- 
tions about the test with trichophytin. 


TECHNICAL DETAILS 


In order to obtain uniform results from the test, a number of details 
must be carefully considered, and the exact technic should be mastered, 
The test is perhaps as difficult to perform as an accurate white blood 
cell and differential count. The main technical considerations are: |. 
The syringe and needle should be freshly sterilized. 2. The vaccine 
should be free from contamination. The addition of 0.5 per cent phenol 
to the test solution is a practical way of assuring sterility. We agree 
with Goodman and Marks‘ that boiling a solution of trichophytin does 
not affect its potency. Reactions to ordinary trichophytin and to tri- 
chophytin heated two hours in a steam bath were identical. 3. The 
trichophytin should be as dilute as possible while still eliciting reactions 
in sensitive persons (such as Metz 1:100 or Lederle 1:30). 4. Asa 
rule, the use of one of several commercial extracts is preferable to the 
use of a self-made product, which is difficult to standardize. It has 
been noted that a person sensitive to'an extract made from one species 
of Trichophyton will usually react to an extract made from another 
species. 5. The vaccine should be carefully introduced intracutaneously. 
Exactly 0.1 cc. of the test material should be given. 6. Observation of 
the patient for the presence of a reaction should be made after ten or 
fifteen minutes (for an immediate wheal reaction), after forty-eight 
hours (the time for the usual eczematous response to appear) and again 
at the end of one week (to note sustained and delayed reactions). 7. 
The degree of reaction should be judged not by estimation but by meas- 
urement, with a rule, of the diameter of the skin affected. 


3. (a) Sulzberger, M. B.; Lewis, G. M., and Wise, F.: Trichophytin and 
Allergy to Trichophytin: I. Comparison of Cutaneous Responses to Two Standard 
Preparations of Trichophytin and to Dermatomycol (Da Fonseca and De Area 
Leao), Arch. Dermat. & Syph. 34:207 (Aug.) 1936. (b) Lewis, G. M.; Sulz- 
berger, M. B., and Wise, F.: Trichophytin and Allergy to Trichophytin: II. 
Observations on the Variability of Cutaneous Responses to Trichophytin, ibid. 
36:548 (Sept.) 1937. (c) Lewis, G. M., and Hopper, M. E.: Ringworm of the 
Scalp: IV. Comparative Reactions to Cutaneous Tests with Trichophytin in 
Children With and Without Ringworm of the Scalp; Evaluation of Therapy 
with Stock Vaccines in Types of Infection Resistant to Treatment, ibid. 36:821 
(Oct.) 1937. 

4. Goodman, H., and Marks, I.: Reaction to Trichophytin Compared with 
Reactions to Other Bacterial Products, Arch. Dermat. & Syph. 31:819 (June) 
1935. 
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\We found it difficult to set a standard for the immediate wheal 
responses. The chief reason for this is the variability of the initial 
response in different persons to the injection of any vaccine. It appears 
necessary with each patient to use a control injection, of broth, in order 
to establish a base line. An immediate wheal reaction is indicated by 
a rapid increase in the size of the elevation over that normally following 
any intracutaneous injection, and by an irregular border or pseudopods. 
Itching may or may not be present. When the diameter is below 1.5 
cm. ten minutes after the injection, the reaction is designated as 1 plus. 
If the diameter is over 1.5 cm. the reaction is designated as 2 plus. 
After forty-eight hours and after one week the results of the test are 
indicated by a cipher for a negative reaction, a plus or minus sign for 
an area of slight erythema approximately 0.5 cm. in diameter, 1 plus 
for an area of reaction from 0.5 to 1 cm. in diameter, 2 plus for an area 
of reaction from 1 to 1.5 cm. in diameter, 3 plus for an area of reaction 
from 1.5 to 2 cm. in diameter and 4 plus for an elevated area of reac- 


tion of 2 cm. or more. 


A. IS THE TRICHOPHYTIN TEST SPECIFIC? 


The evidence is decidedly in favor of the premise that the reaction 
following the cutaneous test with trichophytin is due to a specific sen- 
sitivity of the skin from an infection by a species of Trichophyton. The 
work of the older investigators repeatedly showed that after deep infec- 
tions with fungi the cutaneous test with trichophytin invariably invoked 
a cutaneous response, which could be elicited thereafter for many years. 
Marcussen ° pointed out that (1) trichophytin did not possess a primary 
toxic effect; (2) reactions were not caused by hypersensitivity to the 
culture medium or its components, and (3) the commercial extract and 
a monovalent vaccine made from ‘Trichophyton gypseum (fluffy) 
revealed the same or similar reactions. These are all points in favor 
of those who believe that the reaction to trichophytin is specific. Sulz- 
berger and Kerr ® and later Sulzberger, Lewis and Wise ** showed that 
patients did not react in a uniform manner to both oidiomycin and 
trichophytin and that sensitization to the one extract did not necessarily 
bring about sensitization to the other. In further support of the opinion 
that the reaction to trichophytin is specific are the figures in tables 1, 2 
and 3. We have here recorded reactions in 70 patients. The patients 
listed in table 1 were considered to have trichophytid, and all revealed 


5. Marcussen, P. V.: Relationship of the Urticarial to the Inflammatory 
Reaction to Trichophytin, Arch. Dermat. & Syph. 36:494 (Sept.) 1937. 

6. Sulzberger, M. B., and Kerr, P.: Trichophytin Hypersensitiveness of 
Urticarial Type, with Circulating Antibodies and Passive Transference, J. Allergy 
2:11 (Nov.) 1930. 
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TaBLE 1.—Reactions to Oidiomycin and Catarrhal Vaccine in Patients Sh. ving 
Strong Reactions to Trichophytin * 


Trichophytin Oidiomycin Catarrhal Vaccin 
* A 


48 Hours 1Week 48 Hours 1Week 48Hours” 1 Wi 


han} ++} + +++ 0 + 0 

25 patients — 

No. of positive cutaneous tests 25 24 92 15 9 1 


* All patients showed fungi on cultural examination. 


TaBLE 2.—Reactions to Trichophytin and Catarrhal Vaccine by Patients with a 
Strong Reaction to Oidiomycin * 


Oidiomycin Trichophytin Catarrhal Vaccine 
A A. 


1 Week 48 Hours’ 1 Week 


48 Hours 1 Week 48 Hours 


+a 4 0 + ++ 0 
+++ 0 0 0 0 0 
+4 + + + + 0 
No. of positive cutaneous tests 19 11 6 7 5 2 


* All patients showed Monilia albicans on cultural examination. 
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The patients listed in table 2 were 


rouge reactions to trichophytin. 
lected because they revealed a strong reaction to oidiomycin, and 
cultural examinations showed Monilia albicans. The patients listed in 
table 3 reacted strongly to catarrhal vaccine. The dissimilarity in both 
the number and the strength of the reactions to these three extracts in 


all three groups 1s at once apparent. 


rants 3.—Reactions to Trichophytin and Oidiomycin of Patients with @ Strony 


Trichopbytin 


48 Hours 1 Week 


Catarrhal Vaccine Oidiomycin 
- AS 


48 Hours 1 Week 48 Hours 1 Week 


0 
0 0 0 
0 


+3 
olt 


No. of positive cutaneous tests 25 12 19 8 3 7 


B. IS THE SPECIFICITY OF THE TRICHOPHYTIN TEST DETERMINED 


BY SPECIES OR GENUS? 

The work of Jadassohn, Schaaf and Wohler* has shown that the 
antigen eliciting the reaction in trichophytin is not a single substance 
common to all species of Trichophyton but that each species has a com- 
ponent peculiar to itself. However, the greatest portion of the extract 
is undoubtedly the same no matter what the source of the extract. We 
have used monospecies extracts made from Microsporon audouini, from 
Microsporon lanosum, from Trichophyton purpureum and from T. gyp- 


7. Jadassohn, W.; Schaaf, F., and Wohler, G.: Analyses of Composite 
Antigens by the Schultz-Dale Technic: Further Experimental Analyses of 
Trichophytins, J. Immunol. 32:203 (March) 1937. 


Reaction to Catarrhal Vaccine * eo 

M. F. = 0 0 0 0 

B, A. ++ 0 + 0 0 0 

Bi be 0 0 0 0 0 

Gi Be 0 + + 0 + 

* In all patients technical examination for fungi gave negative results. : 4 
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seum in testing, and are able to substantiate the work of Tomlinson : 
and others that a patient who reacts to one trichophytin will usually 
react also to a trichophytin made from another species. Thus, patients 
whose skin was sensitized by an infection with T. gypseum had com. 
parable responses when the skin was tested with extracts of T. gypseum 
and of T. purpureum. Conversely, patients with infections due to 7. 
purpureum who did not react to an extract made from that organism 
failed to react to a vaccine made from T. gypseum. In a similar man- 
ner one may observe the variations (usually minor) which occur when 
two commercial trichophytins are administered to the same patients. A 
study of those variations has already been published *” but may be briefly 
referred to here. Of 57 reactions to one or more of three trichophytins, 
53 (93 per cent) were elicited by Metz (1:100), 43 (75 per cent) by 
Lederle (1:30) and 25 (43 per cent) from the Bischoff trichophytin 
(dermatomycol undiluted). After additional experience we have noted 
agreement between the Metz and the Lederle trichophytin in from 80 
to 95 per cent of cases. The specificity of the test would seem to be 
due chiefly to the component in the vaccine common to all members of 
the genus. 


C. DO SOME PATIENTS FAIL TO REACT TO TRICHOPHYTIN WHO 

NEVERTHELESS HARBOR A FUNGOUS INFECTION? 

The answer is yes. Perhaps the lack of understanding of this fact 
has led to the belief of many physicians that trichophytin does not elicit 
specific reactions. Saeves® noted that Epidermophyton inguinale and 
M. audouini failed to sensitize the skin, and Stein *® reported on the 
negative reaction to trichophytin of patients with favus. Muskatblit 
and Director *! reported the reactions to trichophytin of a series of 48 
patients with culturally proved fungous infection and noted a variation 
in the response according to the species of infecting organism. In table 
4 we report our results with trichophytin in 254 patients with fungous 
infections. It is here shown that a patient with a severe fungous infec- 
tion may yield a negative response to trichophytin. When the infecting 
organism is T. purpureum or Achorion schoenleinii, for example, there 
is little likelihood of cutaneous sensitization, and response to therapy 
is usually poor. Another possibility is that in a case of recent infection 


8. Tomlinson, W. J.: Trichophytin Hypersensitiveness: Report of a Case 
with Immediate or Reaginogenic Type of Reaction, J. Allergy 6:573 (Sept.) 1935. 

9. Saeves, I.: Experimentelle Beitrige zur Dermatomykosenlehre, Arch. f. 
Dermat. u. Syph. 121:161, 1915. 

10. Stein, R. O.: Ueber Cutireaktion bei Favus, Arch. f. Dermat. u. Syph. 
132:294, 1921. 

11. Muskatblit, E., and Directer, W.: The Trichophytin Test: Report of 
Three Hundred and Fifty Cases, Arch. Dermat. & Syph. 27:739 (May) 1933. 
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the test may be undertaken before sensitization has occurred. In experi- 
mental work the time to sensitize may vary between one and two weeks. 

\\e have found recently that 7 of 24 patients with infection due 
ty |. purpureum and a supposedly negative reaction based on exami- 
nation of the test site after forty-eight hours gave a positive reaction 
when the test site was examined ten minutes after the test. This imme- 
diate wheal reaction in 2 instances was accompanied with circulating 
antibodies, evidenced by passive transfer tests. In the other cases we 
were unable to demonstrate circulating antibodies. It is interesting 
that in the latter cases a second injection at the site of the first injec- 
tion failed to elicit any immediate response, whereas in the first group 
(with circulating antibodies) there was no difference between the 
response to the first and that to subsequent injections at the same site. 


Tarte 4.—Reaction to Trichophytin after Forty-Eight Howrs in 254 Patients with 
Proved Fungous Infection 


Positive* 
No. of Reactions, 
Cases Fungus 0 + + t+ rare % 


Microsporon lanosum.......... 4 5 
48 Microsporon audouini.......... 18 15 s 7 0 31 
10 Achorion schoenleinii........... 7 1 2 ~~ 20 
Trichophyton purpureum...... 25 13 Ss 2 24 
88 Trichophyton gypseum........ 13 12 35 23 ) 71 
6 Trichophyton violaceum....... 3 a 2 1 50 
{ Microsporon fulvum........... 2 75 
{ ‘Trichophyton niveum.......... 1 mA ; 3 75 
Epidermophyton cruris........ 1 1 l 33 
2 Trichophyton crateriforme.... 1 100 


* Both 0 and + are considered negative reactions. 


Our studies on this important subject of immediate wheal reactions 
have not yet been completed, but it would seem that some so-called 
negative reactions may be attributed to a lack of observance of the 
immediate response. We have so far noted the wheal reaction only in 
cases of infection due to T. purpureum. In the cases in which there 
are no circulating antibodies the sensitized tissue would appear to be 
in the upper part of the cutis. 


ALWAYS REACT TO 


D. 


WITH TRICHOPHYTID 
TRICHOPHYTIN ? 


DOES A PATIENT 


It is theoretically possible that the vaccine (trichophytin) may lack 
some of the components of the living fungus which are capable of 
eliciting reactions. However, in practice such an occurrence must be 
rare. If the patient’s skin is sensitized so that a trichophytid reaction 
is produced, it is hardly likely that it will fail to react to the extract. 
We subscribe to the principle that a positive reaction to trichophytin is 
requisite to a diagnosis of an eruption as dermatophytid. In table 1 
are listed the cases of trichophytid in which we are reasonably certain 


x 

a 

2 
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that no other diagnosis could explain the rash. Our diagnosis was 
based on an evident inflammatory focus preceding the eruption and 
proved by culture and the subsequent development of vesicles, which 
were sterile for the growth of fungi. Irritation of the original focys 
sometimes caused an exacerbation of symptoms; the test dose of 
trichophytin always elicited a response (usually strong) and sometimes 
caused a focal reaction. In table 5 are listed all the cases in which 
T. gypseum was isolated from the feet by culture and in which there 
was a concomitant eruption on the hands. Although some of these 
rashes were considered nonmycotic, it is interesting that the test with 
trichophytin showed a positive reaction in 87 per cent of cases. 


Tas_e 5.—Reactions to Trichophytin Test (Eruption on Hands and Feet, Culture 
from Feet of Trichophyton Gypseum) 


Negative Positive 
No. of — Percentage 
Trichophytin Cases ++ +++ Positive 


0 
Lederle, 48 hr 38 1 2 87 
lwk § 1 5 1 83 

1 3 SS 

1 3 


Metz, 48 hr 
iw 97 


TABLE 6.—Reactions to Trichophytin Test (Eruption on Feet, Culture of 
Trichophyton Gypseum) 


Negative Positive 
- Percentage 


Trichophytin +++ Positive 
Lederle, 48 hr 
lw 


tor 


Metz, 48 hr 
1 wk 


E. DO PATIENTS WITH TRICHOPHYTID REACT MORE STRONGLY 10 
TRICHOPHYTIN THAN PATIENTS WITH INFECTION DUE TO THE 
SAME SPECIES OF ORGANISM BUT WITHOUT TRICHOPHYTID? 

We found no difference in the reactivity of the skin to trichophytin 
in cases of inflammatory infection without evidence of trichophytid and 
in cases of trichophytid. All reacted to the test with trichophytin (table 
1). Likewise, all patients with acute tinea pedis due to T. gypseum 
gave positive reactions to trichophytin. The reaction to trichophytin 
of all patients with infection of the feet due to T. gypseum is shown in 
table 6. Only 60 per cent of patients showed hypersensitivity to tricho- 
phytin. In those patients with infection due to T. gypseum but with a 
negative reaction to trichophytin either the cutaneous manifestation was 


45 8 7 13 15 
6 2 8 9 70 
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lightly inflammatory focus or the organism was isolated from an 

ected nail. We conclude, therefore, that some factor or factors other 
‘hin infection with a potentially sensitizing organism are responsible 
‘or trichophytid and that because a patient exhibits a positive reaction 
\o trichophytin trichophytid will not necessarily develop. 


F. DOES THE REPEATED INJECTION OF TRICHOPHYTIN IN THE 
SAME TEST SITE IN A PATIENT WHO IS NOT SENSITIVE TO 
TRICHOPHYTIN CAUSE A FALSE POSITIVE REACTION? 


We have not been able to confirm the statement of Tolmach and 
Traub 1? that false positive reactions may follow if one test site receives 
more than one test dose of trichophytin. In 10 patients who were not 
reactive to trichophytin, from two to five injections of trichophytin were 
administered at the same test site at intervals of from two days to two 
weeks, without any evidence in any patient of the development of 
cutaneous sensitivity to the vaccine. We consider this an important 
observation, since it has been the previous experience of a number of 
investigators that the initiation of cutaneous sensitivity to fungi was 
possible only when the living organism invaded the living tissues. The 
results of our tests would seem to confirm this opinion. In another 
report *” it was noted that occasionally a tendency to response had been 
developed after forty-eight hours when there had been an initial delayed 
response to trichophytin. It was undecided, however, whether the 
response in such cases could be classified as evidence of initiation of 
sensitivity. 


G. MAY THE REACTION TO TRICHOPHYTIN BE GRADED IN A MAN- 
NER SIMILAR TO THE GRADED TESTS WITH TUBERCULIN ? 


A small percentage of patients will not react to trichophytin even in 
concentrated solution (1:10 or undiluted), and another small number 
of persons react to very dilute solutions of trichophytin (1:300). 
Neither of these groups, which we have studied, have well defined clin- 
ical peculiarities or family histories of allergy, and we are unable to 
account for their different responses or as yet to attach any significance 
to the finding. In the largest number of persons trichophytin undiluted 
or in concentrated solutions (in dilutions up to 1:10) is a primary 
irritant, and more dilute solutions are requisite to determination of 
hypersensitivity or the lack of it. The optimum dilution varies some- 
what with the product. 


12, Tolmach, J. A., and Traub, E. F.: Epidermophytids and the Tricho- 
phytin Reaction, Arch. Dermat. & Syph. 28:560 (Oct.) 1933. 
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H. IS THE PATCH TEST WITH TRICHOPHYTIN OF PRACTICA. 
VALUE? 


It has been known for a number of years that some persons wil] 
react to a patch test with trichophytin, This has led to the recognition 
of the possibility that some of the eczematous eruptions on the hands 
might be toxic fungous eruptions (dermatophytids) or that the infec- 
tion might be primarily eczematous and simulate contact dermatitis. 
Our studies of this point are as yet incomplete, but from our observa- 
tions to date we must conclude that both possibilities are uncommon, 
In our experience the patch test with trichophytin has less significance 
than the intracutaneous test. Even in cases of undoubted dermatophytid 
the patch test with trichophytin frequently shows a negative reaction, 
This might be interpreted to mean that in these rashes the epidermis js 
not the tissue primarily sensitized. 


I. DOES THE SITE OF INJECTION OF TRICHOPHYTIN INFLUENCE 
THE SIZE OF THE RESPONSE? 
When the arm, the leg and the abdomen were used for test sites, 
no appreciable difference was noted in the size of the reaction, nor did 
we find one site reactive when one or more of the others were non- 
reactive. In some instances there was a moderate increase in the size 
of a reaction if skin adjacent to an active fungous infection was tested 


and the reaction compared with that in skin at a remote point. This, 
however, was not invariable, and we have even noted a diminution in 
the size of the reaction near an active fungous focus. 


J. HOW RELIABLE IS THE INTRACUTANEOUS TEST WITH 
TRICHOPHYTIN ? 


Provided the trichophytin test is employed as part of a thorough 
exploration of the case, including clinical and other laboratory meas- 
ures, we have found it valuable as an aid both in diagnosis and in prog- 
nosis. It has been said that the test with trichophytin cannot be useful 
in diagnosis since it simply denotes sensitization to a dermatophyte, 
which may have occurred at a previous time and thus have no signifi- 
cance in connection with any given eruption. The second main criti- 
cism of the test is the undisputed fact that it may produce a negative 
reaction in a patient from whose skin pathogenic fungi have been iso- 
lated. 

It is our belief that the implication of the first statement is not 
altogether founded on accurate clinical or laboratory proof. It is prob- 
able that an inflammatory response to a fungous infection is necessary 
before the skin will become sensitized. A careful study of the history 
for rashes will determine if such an eruption previously occurred. A 
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rough search will usually reveal traces of the condition, since cure 


of most fungous diseases is rare. Microscopic and cultural studies will 


aid in the appraisal. If the examination is thorough, few instances of 
‘lity to interpret the results of the test will occur. We do not believe 
that the test can take the place of other investigations, such as the cul- 
tural determination of the pathogenic micro-organism, but, on the other 
hand, information may be obtained from the test which cannot other- 


inal 


wise be elicited. 

‘The reason for the seeming unreliability of the test in the face of 
proved fungous infection has already been explained (table 4). A 
fungus like A. schoenleinii has a low sensitizing index, while one like 
T. gypseum has a high index. Few patients infected by the first fungus 
react to trichophytin ; with the second, such a reaction is usual. 


TEST WITH 


THE INTRACUTANEOUS 
TRICHOPHYTIN 


OF 


INTERPRETATION 


When a pathogenic fungus is isolated, a positive reaction to the test 
is additional evidence that an eruption at a remote point is also of 
fungous nature. In cases in which the response to trichophytin is vig- 
orous the prognosis is favorable. A strong reaction to the test should 
lead to conservative methods of treatment, such as application of bland 
wet dressings or soaks, powders, soothing lotions, pastes or ointments, 
and the use of roentgen rays may be considered when there is exudative 
dermatitis. In a small percentage of cases the reason for the develop- 
ment of cutaneous sensitivity to trichophytin will not be determined 
irom the history, examination or concurrent laboratory investigations. 
Of 111 patients who presented inflammatory eruptions on the feet but 
no other rashes and whose microscopic and cultural tests gave negative 
results, from 50 to 58 per cent showed a positive reaction to trichophytin. 
In many of the cases previous treatment had masked the infection and 
made the isolation of fungi difficult. In others the primary disorder 
was definitely determined to be nonmycotic. The test was of little value 
in this series of patients, except that in cases of doubtful diagnosis a 
strong reaction to trichophytin led us to repeat the cultural studies. Of 
106 patients under 20 years of age who had rashes which were not 
considered of fungous nature, only 15 per cent reacted to the tricho- 
phytin test (table 7). We would therefore stress the diagnostic value 
of a positive reaction to trichophytin in children and young adults. 
Tests of 45 patients over 50 years of age who were clinically free of 
fungi produced from 31 to 35 per cent positive reactions (table 8), over 
twice the percentage in patients under 20. The possibility of error, 
therefore, increases with the age of the patient. In a series of 77 
patients of miscellaneous ages with various cutaneous disorders not con- 
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sidered to be mycotic, there were from 16 to 20 per cent positive reac. 
tions (table 9). Of a series of 216 patients whose eczematous eruption 
was confined to the hands and for whom, incidentally, examinations 9; 


TABLE 7.—Reactions to Trichophytin Test (Patients under 20 Years with 
Negative Results on Examination for Fungi) 


Positive 


—— Percentage 


‘Trichophytin ++ +++ Positive 
Lederle, 48 hr 


Metz, 48 hr 


TABLE 8.—Reactions to Trichophytin Test (Patients Over 50 Years, with Negative 
Results on Examination for Fungi) 


Positive 


— Percentage 
Trichophytin ++ +++ Positive 


TABLE 9,.—Reactions to Trichophytin Test (Miscellaneous Eruptions with Negative 
Results on Examination for Fungi) 


Negative Positive 
AW 


~ Percentage 
Trichophytin 0 Positive 


Lederle, 48 hr 46 f 0 16 
34 0 23 
0 
0 


45 20 
33 21 


TasBLe 10.—Reactions to Trichophytin Tests (Eruption on Hands with Feet Clear 
When Examination for Fungi Has Given a Negative Result) 


Negative Positive 
A Percentage 


Trichophytin 0 ++ +++ Positive 
42 12 1 20 
93 13 1 20 
43 15 2 20 
18 12 2 98 


both hands and feet for fungi gave negative results, only 20 per cent 
showed a positive reaction to trichophytin (table 10). It is interesting 
to note that among a total of 557 patients with negative results on 
fungous examination the incidence of the reaction to trichophytin was 


3 
Negative 
61 3 8 3 0 15 
a [Ee 74 15 12 2 2 15 
75 60 5 5 5 0 13 
Negative 
45 20 11 9 4 1 31 
16 10 9 4 0 33 
18 11 10 5 1 35 
18 10 7 4 0 28 
4 
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approximately 29 per cent. In half of these cases the clinical evidence 
suggested mycotic infection. 

Since we have already noted that the test is specific and that patients 
with primarily inflammatory fungous eruptions, proved by culture, inev- 
itably show positive cutaneous reactions to trichophytin, we believe that 
the positive reaction is of value but that a negative reaction is of even 
greater value when one is trying to decide if an inflammatory eruption 
is of mycotic origin. If the rash is of several weeks’ duration (which 
would allow ample time for sensitization), neither microscopic nor cul- 
tural studies show fungi and the intracutaneous test to trichophytin 
gives a negative result, we believe an exudative inflammatory eruption 


may be declared to be nonmycotic. 


SUMMARY AND CONCLUSIONS 

1. From a consideration of the varied responses to trichophytin, 
to oidiomycin and to a bacterial vaccine, together with observation of 
a high percentage of positive reactions in patients with certain fungous 
eruptions and of a high percentage of negative reactions in patients 
without evidence of fungi on culture, we believe that the reaction to 
the trichophytin test is specific. 

2. The specificity is considered to be chiefly determined by genus 
rather than by species. 

3. Fungi of different species vary greatly in their ability to sensi- 
tize. In some instances patients with severe mycosis may show a nega- 
tive reaction to trichophytin. 

4. The reaction to trichophytin is always positive when the subject 
has a dermatophytid. 

5. There is no difference in the response to trichophytin in patients 
with dermatophytid and in patients without “id” but with an inflamma- 
tory eruption due to the same organism. 

6. The repeated intracutaneous injection of trichophytin into a test 
site will not cause a false positive reaction. 

7. Some patients are sensitive to very dilute solutions of tricho- 
phytin, and others fail to react to solutions of concentrated trichophytin. 
Most patients show a gradual increase in the response according to the 
strength of solution. 


8. The patch test with trichophytin is not as delicate or as reliable 


as the intracutaneous test. 

9. Little difference was noted in the size of the response when 
different parts of the body were tested. There was usually a slight 
increase in the size of the reaction when a site near a fungous focus 


was used. 
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10. The immediate wheal reaction occasionally occurs and may | 
associated with circulating antibodies, demonstrated by passive traisfer 
tests. 

11. The test should be an integral part of the examination of 4 
patient for suspected fungous disease. A positive reaction is not jy 
itself diagnostic; when it agrees with other findings, confirmation js 
obtained ; the prognosis is hopeful, and treatment should be conserva. 
tive. If the test gives a negative result in the presence of proved 
fungous eruption, the immediate prognosis is poor, and treatment should 
be vigorous and sustained. If the test shows a negative reaction when 


the fungous examination gives a negative result and the primary erup 


tion is inflammatory, one is justified in calling the rash nonmycotic. We 
think this is especially important when the eruption is eczematous, 
and particularly when it involves the hands, because the diagnosis of 
such eruptions is frequently a matter of dispute in compensation work 
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SIGNIFICANCE OF PORPHYRIN CONTENT OF 
URINE DERMATOSES ASSOCIATED 
WITH SENSITIVITY TO LIGHT 


ALBERT R. McFARLAND, M.D. 
AND 


WILLIAM H. STRAIN, Px.D. 


ROCHESTER, N. Y. 


In the group of dermatoses in which photosensitivity is present it 
has been, generally speaking, impossible to find a cause for the sensitiv- 
ity. In the rare condition hydroa aestivale with congenital porphyria, 
however, it seems probable that the cutaneous manifestations are due 
to sensitization produced by the porphyrins, though other factors, 
doubtless, are involved. It 1s known that sensitivity to light can be 
experimentally produced in the lower organisms, in animals and in man 
by the injection of porphyrins prior to exposure to sunlight. It there- 
fore occurred to us that a study of the excretion of porphyrin in a 
variety of dermatoses in which there seemed to be light sensitivity 
clinically might be of interest. With this in view, we determined the 
level of excretion of the ether-soluble porphyrins in the urine of persons 
with a variety of dermatoses, most of which had a_ photosensitive 
aspect. Before we consider the methods and results, the physiologic 


porphyrins will be briefly discussed. 


PILYSIOLOGIC PORPILYRINS 

lhe porphyrins are constituents of the animal respiratory pigments, 
hemoglobin, myoglobin, cytochrome, etc. These pigment complexes all 
have the general structure (porphyrin: iron: protein) but differ from 
one another in the nature of the porphyrin and the character of the 
protein, Although the porphyrin is usually different in the various 
respiratory pigments, in all the pigments that have been studied the 
same type of structure of porphyrin is present, namely, type III. 

Structurally the porphyrins are classified by reference to the four 
etioporphyrins as parent compounds. Their structure is shown in the 
accompanying formulas. None of the etioporphyrins has been found 
in nature, but all the natural and artificial porphyrins may be regarded 


Read at the Sixty-First Annual Meeting of the American Dermatological 
Association, Inc., Del Monte, Calif., June 10, 1938. 

From the Department of Medicine, School of Medicine and Dentistry, and 
Strong Memorial Hospital, the University of Rochester. 
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as their derivatives by modification of the substituent groups about the 
periphery of the molecule. As the chart shows, the porphyrins are 
made up of a ring system formed by the condensation of four pyrrole 
rings through four methene (= CH—) bridges. In the etioporphyring 
there is attached to each pyrrole nucleus one methyl and one ethy! group, 
the four isomers differing from each other in the arrangement of these 
methyl and ethyl groups about the periphery of the porphyrin ring 
system. It is one of the remarkable facts of nature that all the natural 
porphyrins are derived from etioporphyrin I or III and not from the 
other two types. The porphyrins found in the respiratory pigments are 
derived from etioporphyrin III, while those that are excreted in the 


THE FOUR ETIOPORPHYRINS (SYNTHETIC) 


e normally present 
normally present combined in Hemoglobin 
free in urine G (Protoporphyrin 
+Fe + Globin = 
Hemoglobin) 


2, 


Protoporphyrin IX 
(@ type IT porphyrin) 


(Pr = Cr, CH, COON) 


Chemical structure of representative porphyrins. 


urine and feces are derivatives of etioporphyrin I or mixtures of deriva- 
tives of etioporphyrin I or III. Thus, the protoporphyrin present in 
hemoglobin is a type III porphyrin, and the coproporphyrin I that 1s 
normally excreted in the urine and feces is a derivative of etiopor- 
phyrin I. Since it is improbable that the body is able to convert one 
type of porphyrin to another, this dualism, as it has been named by 
Fischer,’ is one of the most puzzling features of pigment metabolism. 

During health small amounts of several porphyrins are excreted in 
the urine and feces. The porphyrin that is predominantly present in 
both excreta is coproporphyrin I. In addition, extremely small amounts 
of an isomer, coproporphyrin III, may be present in both feces and 


1. Hans Fischer has published numerous papers on the subject in Hoppe- 
Seyler’s Zeitschrift fiir physiolcgische Chemie since 1924. C. T. Watson sum- 
marized Fischer’s views (Christian, H. A., and Mackenzie, J.: Oxford Medicine, 
New York, Oxford University Press, 1938, vol. 4, p. 228 [I]). 
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and there may be traces of uroporphyrins I and III in the urine. 
proporphyrins are soluble in ether-acetic acid and may be 
extracted from urine after acidification with acetic acid. The level of 
ction determined by extraction may be taken as from 300 to 400 
micrograms per day, of which from 30 to 70 micrograms is excreted 
in the urine.* In diseases involving dysfunction of the pigment metab- 
olism the amount of porphyrin excreted may increase or decrease, 
depending on the nature of the disease. For example, in pernicious 
anemia and pellagra the level of excretion is several times normal, while 
in von Jaksch’s and in secondary. anemia the level of excretion is much 
less. With increased excretion of porphyrin there may be gastrointestinal 
disturbances, dysfunction of the nervous system and cutaneous abnor- 
malities. Whether these concomitant effects are due to the increased 
amount of porphyrin or whether the increase in amount of pigment is 
merely one of the effects of the derangement of the metabolism is 


excl 


uncertain. 


PORPHYRINS 


OF 


PHOTOSENSITIZING ACTION 


Various authors * have studied the photosensitizing action of the 
porphyrins since the finding by Hausmann ** in 1910 that the nonphysio- 
logic porphyrin hematoporphyrin is fatal to Paramecium in the light, 
and that mice after receiving an injection of this pigment die when 
exposed to sunlight. Hausmann was able to produce in other animals 
degrees of photosensitivity varying from acute light stroke and death 


to chronic mild photosensitivity. 
Subsequent to the work of Hausmann, Meyer-Betz *® injected hema- 
toporphyrin into himself; he gave a graphic account of the marked 


la. The level of excretion in the urine corresponds to from 2 to 4 micrograms 
per hundred cubic centimeters. It should be noted that the values given in the 
tables are in micrograms per hundred cubic centimeters, not in micrograms per 


day. 

2. Hausmann, W.: Die sensibilisierende Wirkung des Hamatoporphyrins, 
Biochem. Ztschr. 30:276, 1910. 

2. (a) Hausmann, W.: Die sensibilisierende Wirkung des Hamatoporphyrins, 
Biochem. Ztschr. 30:276, 1910. Hausmann, W., and Haxthausen, H.: Die Licht- 
erkrankungen der Haut, Berlin, Urban & Schwarzenberg, 1929. (b) Meyer-Betz, 
F.: Untersuchungen iiber die biologische (photodynamische) Wirkung des 
Haematoporphyrins und andere Derivate des Blut und Galalenfarbstoffes, Deutsches 
Arch. f. klin. Med. 112:476, 1913. (c) Fischer, H.: Ueber die Giftigkeit, die 
sensibilisierende Wirkung und das spektroskopische Verhalten der natiirlichen 
Porphyrinen, Ztschr. f. physiol. Chem. 97:109, 1916. Fischer, H., and Zerweck, 
W.: Ueber den Harnfarbstoff bei normalen und pathologischen Verhaltnissen und 
seine lichtschiitzende Wirkung, ibid. 187:176, 1924. (d) Reitlinger, K., and 
Klee, P.: Zur biologischen Wirkung der Porphyrine, Arch. f. exper. Path. u. 
Pharmakol. 127:277, 1928. (e) Strauch, C. B.: Photosensitivation, Am. J. Dis. 
Child. 40:800 (Oct.) 1930. (f) Blum, H. F., and Pace, N.: Studies in Photo- 
sensitization by Porphyrins, Brit. J. Dermat. 49:465, 1937. 
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photosensitivity that developed. Fischer ** later showed that as {ar as 
lower organisms are concerned, the photosensitizing effect varies cop. 
siderably with the porphyrin, hematoporphyrin and the uroporphyrins 
producing the most marked photosensitivity. Recently there has been 
a revival of interest in the photosensitivity produced clinically by hema- 
toporphyrin, since a number of unfortunate sequelae have followed the 
use of photodyne (hematoporphyrin).* However, the photosensitiyjty 
produced by the injection of hematoporphyrin differs from that present 
in congenital porphyria, and perhaps it is possible to relate one to the 
sensitizing effects of nonphysiologic porphyrins and the other to the sen- 
sitizing effects of the physiologic porphyrins. In the cases under 
consideration the photosensitivity due to porphyrins must have been 
related to the true physiologic porphyrins, since none of the patients 
were treated at any time with hematoporphyrin. 


CLINICAL CLASSIFICATION OF PORPHYRIA 


There seems to be general agreement among various authors as to 
the classification of porphyria. The following representative classifica- 
tion is taken from Mason, Courville and Ziskind *: 

1. Acute idiopathic porphyria. The etiology is unknown. Symptoms 
are gastrointestinal. Fever is present, and porphyrin is found in excess 
in the urine. There is usually a terminal involvement of the nervous 
system simulating Landry’s ascending paralysis. 

2. Acute toxic porphyria. Symptoms are similar to those in the 
idiopathic type, but there is a known causative factor, such as lead 
poisoning, ingestion of drugs or some acute intoxication. 

3. Chronic porphyria. There may be sensitivity to light and there is 
sometimes an association with diseases of the liver and certain blood 


dyscrasias. 

4. Congenital porphyria. The type is rare, and there are sensitivity 
to light, excretion of burgundy red urine and brownish discoloration of 
the teeth and bones. About a dozen cases have been reported by 
Gunther.’ Within the past year another case was observed by us at 
the University of Rochester and was reported by Peachey, Dobriner 
and Strain ® before the New York State Medical Society in 1937. 


3. Blum, H. F., and Templeton, H. J.: Sequel to Treatment with Photodyn, 
J. A. M. A. 108:548 (Feb. 13) 1937. 

4. Mason, V. R.; Courville, C., and Ziskind, E.: Porphyrins in Human 
Disease, Medicine 12:355, 1933. 

5. Gunther, H.: Hematoporphyrie in die Krankheiten des Blutes und der 
blutbildenden Organen, Berlin, Julius Springer, 1926, p. 622. 

6. Peachey, C. H.; Dobriner, K., and Strain, W. H.: Hydroa Estivale in 
Congenital Porphyria, in a Case with Purplish Brown Teeth and Hirsuties, 
New York State J. Med. 38:848, 1938. 
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. subdivisions of these classifications, various pathologic entities 
have been described which more or less consistently fall into the group 
of abnormal porphyrin metabolism : 

(a) Hydroa aestivale. This is a congenital type of sensitivity to 
light first described by Bazin.’ An increase of porphyrins in the urine 
apparently is not consistently found. Senear and Fink * found that in 
about 17 per cent of cases studied porphyrins were reported to be 
increased ; they stated that in a good many cases no mention was made of 
whether determinations of porphyrin were done. Anderson and Ayers ® 
estimated the percentage at 25, although they also did not report what the 
determinations were in all cases. Probably at some time or other in 
the course of the disease an increase would be found in a much higher 
percentage of cases than these reports indicated. It is, however, known 
that hydroa aestivale may occur without porphyria, and, conversely, 
porphyria may occur without the clinical picture of hydroa aestivale. 

(b) Pellagra. While pellagra is known to be primarily a vitamin 
deficiency disease, it is well known to have a definite factor of sensitivity 
to light. Involvement is most severe about the hands, wrists and face, 
where exposure to sunlight occurs. Ellinger and Spies ’*° in a recent 
study of 17 cases of pellagra, 14 of alcoholic and 3 of nonalcoholic 
disease, found that high or low values for porphyrin were found accord- 
ing to the severity of cutaneous and mucosal lesions. Pellagra, therefore, 
probably may be classified as belonging to the acute toxic type of 
porphyria. 

(c) Drug sensitivity. Acute toxic porphyria has been found in 
many cases to be due to the toxicity of certain drugs. Chief offenders 
are the hypnotic drugs barbital, sulfonethylmethane and sulfonmethane. 
Mason, Courville and Ziskind * estimated that about 78 per cent of 
patients with such disease have used these drugs to excess. Trostler ™ 
warned against the danger of hypersensitivity to roentgen rays of 
patients who have taken sulfonmethane, phenobarbital, photodyne and 
derivatives of barbituric acid. He found an increase of porphyrin in 
the blood and urine of most of such patients. Hyperporphyria has been 


7. Bazin, E.: Legons théoriques et cliniques sur les affections génériques de 
la peau, Paris, A. Delahaye, 1862, p. 128. 

8. Senear, F. E., and Fink, H. W.: Hydroa Vaccinoforme Seu Aestivale, 
Arch, Dermat. & Syph. 7:145 (Feb.) 1923. 

9. Anderson, N. P., and Ayers, S.: Light Sensitive Dermatoses, J. A. M. A. 
103:1279 (Oct. 27) 1934. 

10. Ellinger, W. B. P., and Spies, T. D.: Porphyrinuria in Pellagra, Quart. 
J. Med. 6:305, 1937. 

11. Trostler, I. S.: Porphyrinemia and Porphyrinuria: A Warning Regarding 
Their Importance in Roentgen Therapy, Radiology 27:478, 1936. 
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found in cases of lead poisoning. Watson ** reported finding an increase 
of coproporphyrin III in a series of cases of lead poisoning, 


METHODS OF TESTING FOR PORPHYRINS 


We shall not attempt to give an exhaustive review of the varioys 
methods used to determine the presence of the porphyrins in excretions. 
body fluids and tissues. 

Generally speaking, however, they fall into three main classes: (1) 
spectrophotometric methods, which require elaborate and expensive appa- 
ratus and the collection of large amounts of urine and are time con- 
suming and cumbersome; (2) colorimetric methods, which are carried 
out with the Duboscq colorimeter, and (3) fluorimetric methods, which 
utilize the fluorescence possessed by the porphyrins for making quanti- 
tative determinations. A method of the last type was used in our 
determinations, the following technic being employed: 


METHOD OF ANALYSIS 


The coproporphyrin content of each specimen of urine was determined by con- 
centrating the pigment from 20 cc. of urine to 10 cc. with 5 per cent hydrochloric 
acid and comparing the red fluorescence of the specimen with that of a standard 
preparation when both were exposed to filtered ultraviolet rays of a wavelength 
from 386 to 420 millimicrons. The estimation is comparable to that of the 
colorimetric determination of hydrogen ion concentration and has an accuracy 
of +15 per cent. 

The routine followed in making the analysis was as follows: Twenty cubic 
centimeters of fresh urine or urine preserved with toluene was acidified with 
7.5 cc. of glacial acetic acid and extracted with 40 cc. of U. S. P. ether. The 
ether extract was then washed with 2 or 3 cc. of 5 per cent solution of sodium 
acetate to remove any urine that might be mechanically entrained. In some 
specimens of urine a small emulsified area developed at the interface, and when 
this occurred the emulsified layer was drained off with the wash liquid. The 
washed ether extract was then extracted with 5 cc. of 5 per cent hydrochloric 
acid, which removed all the coproporphyrin. The acid extract was made up to 
10 cc. with 5 per cent hydrochloric acid and then compared with a series of 
standards under ultraviolet rays. In some specimens of urine there was a marked 
green fluorescence that interfered with the red fluorescence, the resulting color being 
orange red. When this greenish fluorescence was present, its effect could be 
obviated by dilution, if the porphyrin concentration was over 4 micrograms per 
hundred cubic centimeters. The value of porphyrin concentration in the extract, 
divided by 2—i. e., 10/20—gave the concentration of porphyrin in micrograms per 
hundred cubic centimeters of urine. 

The comparison of the unknown substance with standard preparations was 
made in the dark, with ultraviolet radiation obtained by filtering the rays from 
a 250 watt General Electric tube type mercury lamp after passage through a 


12. Watson, C. J.: Concerning the Naturally Occurring Porphyrins: The 
Urinary Porphyrin in Lead Poisoning as Contrasted with That Excreted Normally 
and in Other Diseases, J. Clin. Investigation 15:327 (May) 1936. 
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omposed of a 6 mm, Corning greenish nultra filter and a 4 mm. Corning 
vple ultra no. 986 filter. The tubes of the standard preparations were 
at an angle of 135 degrees with the plane of the table, arranged in such 
4 way that the unknown substance could be placed between two tubes differing in 
coproporphyrin content by 2 micrograms per hundred cubic centimeters. 


filtet 
red 


placed 


RESULTS OF STUDY OF SPECIMENS 
One hundred and ninety-five individual tests were made on 75 
patients. 

The first group, of 6 patients with rosacea, showed normal values, 
the average being 2 micrograms per hundred cubic centimeters. Patients 
with rosacea were selected because it has been our experience that 
erythema develops after exposure to ultraviolet rays more quickly in 
them than in normal persons. 

The second group consisted of 4 patients with lupus erythematosus. 
Three patients with the discoid type showed normal values. One with 
the disseminate type had more than the normal amount (5 micrograms 
per hundred cubic centimeters). 

The third group consisted of 18 patients with vesicular and scaly 
eczematoid dermatitis of the hands, the condition variously diagnosed as 
cheiropompholyx, occupational eczema, epidermophytosis, trichophytid 
and streptococcid and for which we feel there is really no satisfactory 
explanation. It has been our impression that exacerbations sometimes 
take place after exposure to sunlight and as a result of heat and perspira- 
tion. The average values proved to be normal. 

The fourth group consisted of 18 patients with more or less localized 
dermatoses, involving rather small areas of skin, including seborrheic 
eczema of the ears and eyelids, epidermophytosis of the toes, lichen 
simplex chronicus, pruritus ani, localized dermatitis venenata and iso- 
lated patches of psoriasis. The average values were within normal 
limits. Three patients showing high normal values had, respectively, an 
extensive infection by epidermophyton of the groin, axillas and feet; 
lichen simplex chronicus (Vidal), and seborrheic eczema involving the 
face, chest and scalp. 

The fifth group, shown in table 1, includes patients with 20 derma- 
toses more or less extensively involving the cutaneous surface. It 
includes severe atopic eczema, pemphigus foliaceus, extensive contact 
and occupational dermatitis, arsenical exfoliative dermatitis, toxic 
erythema due to phenobarbital, generalized psoriasis and trichophytid. 
The values are higher than in other groups. The findings in this group, 
together with support offered in isolated cases in other groups, would 
seem to indicate that in dermatoses extensively involving the skin higher 
than average excretion of porphyrin is likely. 

The sixth group, shown in table 2, is a miscellaneous collection 
of sunlight urticaria, chronic urticaria of unknown origin, xeroderma 
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pigmentosum and the rare congenital porphyria. Since the use oj 
sulfanilamide has become so common, several cases of sensitivity to 
light following its use and of toxic erythema have recently been reported 
in the literature. Such reports have been published by Goodman and 
Levy,'® Frank and Newman and Sharlit.’® 


Taste 1.—Urinary Porphyrin in 20 Cases of Extensive Generalized Dermatoses 


Serial Urinary Porphyrin, 
Number Micrograms per 100 Ce. Average Comment 

1 General atopic eczema 

2 Pemphigus foliaceus 
Exfoliative dermatitis (arsenica]) 
General chronie eczema 
General dermatitis (silk) 
General dermatitis (celery) 
Chronie eczema of legs and trunk 
General occupational dermatitis 
Trichophytid (general) 
General psoriasis, treated with chrysa- 

robin 
Chronie eczema of arms and trunk 
Chronie eezema of arms and legs 
Extensive trichophytid 
Epidermophytosis of hands and feet 
General dermatitis (cedar wood) 
General dermatitis (chromie acid) 
Atopic eczema of trunk and legs 
General trichophytid 
General psoriasis; ultraviolet light 
erythema 

Toxie erythema due to phenobarbital 


Com cobocs 


* 


General average 


* Green fluorescence. 


Taste 2.—Urinary Porphyrin in 12 Cases of Miscellaneous Conditions 


Serial Urinary Porphyrin, 
Number Micrograms per 100 Ce. Average Comment 
8*8 8 8 Sunlight urticaria 
Obronie urticaria of 2 years’ duration 
Ingestion of sulfanilamide 
Ingestion of sulfanilamide 
Ingestion of sulfanilamide 
Ingestion of sulfanilamide 
Ingestion of sulfanilamilde 
Ingestion of sulfanilamide 
Ingestion of sulfanilamide 
Xeroderma pigmentosum 
Sensitivity to light produced by 
sulfanilamide 
50 Congenital porphyria 


General average 8 (excluding serial no. 12) 


* Green fluorescence. 


13. Goodman, M. H., and Levy, C. S.: Development of a Cutaneous Eruption 
During the Administration of Sulfanilamide, J. A. M. A. 109:1009 (Sept. 25) 
1937. 
14, Frank, L. J.: Dermatitis from Sulfanilamide, J. A. M. A. 109:1011 
(Sept. 25) 1937. 

15. Newman, B. A., and Sharlit, H.: Sulfanilamide: A Photosensitizing Agent 
of the Skin, J. A. M. A. 109:1036 (Sept. 25) 1937. 


4 
4 
Be 


735 


McF ARLAND-STRAIN—DERMATOSES 


Seven patients who had been taking large doses (from 60 to 80 
eraitis [3.88 to 5.17 Gm.] of sulfanilamide a day) for a week or more 
were studied. The values were not high. None of these 7 patients 
showed any cutaneous manifestations. One patient whom we encoun- 
tered, however, was sensitive to light but showed normal values for 
porphyrin. 

Table 3 is a summary of the total values for porphyrin in the 
various groups studied. 

\ notation is made of specimens which showed green as well as 
red fluorescence. Approximately one third of the specimens showed 
this phenomenon. Whether this green fluorescence has any significance 
we are not prepared to say. It apparently has no consistent relation to 
any clinical type of disease. However, the findings are recorded as a 


matter of reference. 


Taste 3.—Summary of Values for Porphyrin of Various Groups 


Average Values of Frequency of 
Urinary Porphyrin, Green Fluorescence, 
Group No. Micrograms per 100 Ce. Percentage 
(6 COBO)... 2 30 
2 Lupus erythematosus (4 Cases)........... 3 37 
3 Eczematoid dermatitis of hands (18 
4 Localized patchy lesion (tinea, sebor- 
5 Table 1, Extensive generalized derma- 
4 26 


6 Table 2. Miscellaneous (12 cases)........ 3 11 


COMMENT 


There are certain clinical entities associated with excretion of an 
excessive amount of porphyrin. These include acute idiopathic and toxic 
porphyria, chronic porphyria and congenital porphyria. Also included 
in this group are the specifically designated entities hydroa aestivale, 
pellagra, lead poisoning and drug intoxication. Aside from these, the 
diseases chosen for this study include those which from a clinical point 
of view might be expected to show abnormal values. However, as a 
rule, the average values were found to fall within normal limits. 

The higher values seemed to be found in cases in which there was 
extensive or generalized distribution rather than localized involvement. 

No attempt has been made in this paper to discuss extensively the 
therapy of porphyria. In the case of congenital porphyria reported by 
Peachey, Dobriner and Strain® it was possible greatly to reduce the 
excretion of porphyrin temporarily by the administration of ascorbic 
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acid.*® In view of this, of the favorable response obtained to vitamin p 
and nicotinic acid in cases of pellagra and to vitamin A in cases oj 
xerophthalmia and the tendency to employ vitamin therapy in othe; 
dermatoses, it might be suggested that a connection may eventually he 
found between abnormalities in pigment metabolism and_ vitamin 
deficiency. 

SUMMARY AND CONCLUSIONS 

A rapid and inexpensive method of determining the output of copro- 
porphyrin in the urine is described. By this method the urinary output 
of coproporphyrin of patients affected with a variety of cutaneous dis- 
eases has been determined. 

The excretion of porphyrin in the majority of cases studied was 
within normal limits. Of special interest to the dermatologist, however, 
are the following findings: 

1. A patient with hydroa aestivale and congenital porphyria showed 
consistently high values. 

2. A patient with xeroderma pigmentosum, which superficially resem- 
bles hydroa aestivale with congenital porphyria, had a normal excretion. 

3. Several patients who had taken sulfanilamide without cutaneous 
reactions and one who was sensitive to light showed normal values. 

4. A patient with arsenical exfoliative dermatitis showed a high 
value. 

5. A patient with sunlight urticaria had a normal value. 

There appears to be a tendency toward high values for urinary 
porphyrin in cases of extensive involvement of the skin rather than in 
those in which small circumscribed areas are affected. 

It is suggested that connections may continue to be established 
between abnormalities of pigment metabolism and vitamin deficiency, 
as indicated by the results obtained in cases of pellagra and of con- 
genital porphyria. 


16. Peachey, C. H.; Dobriner, K., and Strain, W. H.: Unpublished data. 
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DI\GNOSTIC AND THERAPEUTIC USE OF TUBER- 
CULIN IN CERTAIN ACNEFORM ERUPTIONS 


M. T. VAN STUDDIFORD, M.D. 
NEW ORLEANS 


Michael? has reviewed the subject of acne fully; however, he left 
open the discussion as to causation by factors now unknown. Among 
the causes considered he referred to the work of von Kemeri? and of 
Ramel “* on tuberculosis and its relation to acne. 

Because certain acneform eruptions did not respond to the usual 
methods of treatment of acne, I was prompted to perform tuberculin 
tests in many cases of obstinate involvement and followed these tests 
with administration of tuberculin as a therapeutic measure. Later, 
routine tuberculin tests were made on all patients with cystic acne who 
were free of pyogenic infections or menstrual disturbances. 

Michelson and Winer * reviewed tuberculodermas of the face and 
classified them. In conclusion they stated: 


In reviewing the forms of tuberculosis which may occur on the face we 
believe that the variations in the clinical findings and the similarities in the 
histologic picture are impressive and show that the individual factors, each 
exerting its particular influence on the others, finally come into a state of balance 
which allows the host to react in a certain manner against the invaders, and 
that the resulting lesions may pass through transitional phases before the pre- 
dominating type comes into majority. Then, and only then, can a final classification 
of type of cutaneous tuberculosis be made. In many cases this occurs rapidly, 
so that a diagnosis of a particular type of cutaneous tuberculosis is apparent from 
the beginning, but in a few patients a careful evaluation of all the pertinent 
observations is necessary. 


Classification is difficult, as lesions of one group occasionally present 
both clinical and histologic characteristics of another group. The pres- 
ence of these transitional phases becomes striking when an attempt is 


Read at the Sixty-First Annual Meeting of the American Dermatological 
Association, Inc., Del Monte, Calif., June 10, 1938. 

1. Michael, J. C.: Observations on the Treatment of Acne Vulgaris, 
J. A. M. A. 105:327 (Aug. 3) 1935. 
_ 2. von Kemeri, D.: Etiology and Treatment of Acne Vulgaris, Dermat. 
Wchnschr. 98:237 (Feb. 24) 1934. 

2a. Ramel, E.: Acné vulgaire et tuberculose, Schweiz. med. Wchnschr. 60: 
764 (Aug. 9) 1930; abstracted, Urol. & Cutan. Rev. 34:702 (Oct.) 1930; Le 
probléme étiologique de l’acné vulgaire, Bull. Soc. frang. de dermat. et syph. 37: 
1193 (Nov.) 1930. 

3. Michelson, H. E., and Winer, L. H.: Tuberculodermas of the Face, Arch. 
Dermat. & Syph. 29:251 (Feb.) 1934. 
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made to put a group of lesions into one class. Unless the borderline 
lesions or those resembling another class are omitted, the problems of 
classification are increased. The number and variety of the titles used 
in the literature to classify these lesions offer further evidence of their 
multiplicity. 

If conditions consisting of comedos, small pustules containing plugs 
of sebaceous material and small abscesses containing liquid jelly-like 
material covering the cheeks, face, chin and forehead are considered in 
one class, a second class, consisting of comedos and discrete jelly-like 
nodules turning into abscesses, dotting the forehead, face, shoulders and 
arms, and a third class, consisting of comedos, discrete nodules and long 
burrows of undermined tissue covered with thin or thicker layers of 
erythematous epidermis and containing caseous, necrotic material or tena- 
cious jelly-like mucus, must be considered. Patients with the latter 
two classes of involvement often have double-headed comedos.  Classi- 
fication from the point of view of location of the lesions might be tried 
—that is, as to whether they appear in a triangle on each cheek, on the 
chin or in the submaxillary areas. For this presentation the lesions will 
be described in the report of each case. 

The value of tuberculin as a diagnostic agent to indicate the existence 
of a previous tuberculous infection is agreed on. Its early employment 
by veterinarians in connection with autopsy observations established its 
use. Its modes of action, forms of application and kinds of allergens 
are far too extensive for discussion in this paper and are still not clearly 
understood. Yet, the test must be considered rather valuable for it is 
being used generally, especially in school groups, in one form or another 
and by one method or another, but with uniform diagnostic results. 

The results obtained from tuberculin as a therapeutic agent, how- 
ever, are believed by some investigators to be of slight value. It is 
known that immunologic reactions are encountered when tuberculin is 
introduced into a subject who has previously had a tuberculous infec- 
tion. Whether continued introduction is of any benefit therapeutically 
is still contested by many. 

Sulzberger and Wise* as late as 1931 reviewed tuberculin in its 
many phases. Jadassohn® gave an account of the various points in 
connection with tuberculin which have been especially investigated 
in his clinics at Berne, Switzerland, and at Breslau, Germany. He 
said little about the therapeutic application of tuberculin because he had 
not obtained sufficiently good results to consider tuberculin a valuable 


4. Sulzberger, M. B., and Wise, F.: Tuberculin: Newer Dermatological 
Considerations and Reasons for Its More General Use in Diagnosis, M. Clin. North 
America 14:1555 (May) 1931. 

5. Jadassohn, J.: Remarks on Tuberculin in Dermatology, Brit. J. Dermat. 
41:451 (Dec.) 1929. 
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dermatologic remedy. Of all the varieties of the disease he treated, he 
reported the best results with tuberculid in the proper sense. In that 
disease, however, he stated that there is a tendency to spontaneous 
healing. He expressed the belief that the reason tuberculin treatment 
has not given better results in tuberculoderma may be that the right 
method of administration has not been found, perhaps because little 
is known of the nature of the action of tuberculin. He and his school 
(Martenstein) carried on exact qualitative studies for years. They used 
tuberculin in concentrations of from 1: 1,000,000 to 1: 10 according to 
the Mandel-Mantoux method. 

Gay® reported good results in 30 cases of ocular tuberculosis in 
which other methods of therapy had failed. He administered minute 
doses, beginning with from 0.000001 mg. to 0.01 mg., of bouillon filtrate, 
according to the technic of Denys. Von Kemeri * treated 52 patients who 
had pyogenic foci, a positive reaction to the Pirquet test and pulmonary 
changes. After removal of the pyogenic foci the cutaneous changes 
disappeared in 22 cases. Of the remaining 30 cases, cure was accom- 
plished in 27 by tuberculin therapy. MacKee‘ as early as 1914 treated 
a group of patients with tuberculous cutaneous disorders with tuber- 
culin. He noted that those with true tuberculosis of the skin apparently 
recovered completely under the influence of injections of tuberculin, 
which would indicate that tuberculin under certain circumstances, at 
least in cases in which circumstances are favorable, can cure tuberculosis 
of the skin. Why “in two apparently similar cases, one case should 
respond and the other fail to improve at all, is hard to explain at present 
except on the grounds of spontaneous cure.” From such observations 
as the author presented, the deduction would be that if tuberculin 
is of value therapeutically, the eyes and the skin would be the ideal 
proving grounds and that if healing of conditions slow to heal can be 
hurried by an agent which when used with care has been proved to be 
rather harmless, then that agent should be tried in cases of chronic 
involvement. 

In this series as diagnostic agents human bovine and old tuberculin 
were injected intradermally in each forearm, 0.1 mg. of 1: 100,000, 
1: 10,000 and 1: 1,000 dilutions being used, and a reading was made in 
forty-eight hours. Field men using preparations other than old tuberculin 
have observed conflicting reactions. The veterinarian uses human and 
bovine tuberculin interchangeably ; however, in most of the cases of this 
series, Lilly & Co.’s original Koch human tuberculin and Parke, Davis 
& Co.’s original Koch bovine tuberculin in saline solution were used, 


6. Gay, L. N.: Treatment of Ocular Tuberculosis with Tuberculin, Arch. 
Ophth. 3:259 (March) 1930. 

7. MacKee, G. M.: Tuberculin Therapy in Tuberculosis Cutis, Tuberculides 
and Allied Conditions: A Preliminary Report, J. Cutan. Dis. 32:366 (April) 1914. 
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and 1: 100,000 dilution was used as a control. The right forearm was 
used for intradermal injection of bovine and the left of human tuberculiy, 
In classification of the size of the lesion, 1 plus has been used to jndj- 
cate a lesion the size of a ten cent piece, 2 plus one the size of a five 
cent piece, 3 plus one the size of a twenty-five cent piece and 4 plus 
any larger lesion. 

Roentgenograms of the chest in several cases of the series revealed 
only the usual pulmonary markings of the adult. No biopsy material was 
available because the entire series consisted of cases in private office 
practice. All the patients presented an increase in weight after tuberculin 
therapy, as well as an improvement in general health. All septic foci 
of infection and menstrual disturbances were corrected before tuber- 
culin was administered, or the cases were dropped from consideration 
in this report. The most important misapplication of therapeutic effort 
noted in the patients of this series was the restriction made in sugars and 
fats, which had led to loss of weight. 

Therapeutic injections were made into the deltoid muscle, the 
dose starting at 0.1 mg. of a 1: 100,000 dilution and being repeated and 
doubled every other five to seven days until 0.4 mg. of a 1: 100,000 
dilution had been given for two doses and a total of six doses given. 
Then 0.1 mg. of a 1: 10,000 dilution was given by the same method 
until six doses had been given, after which doses of from 0.1 to 0.4 mg. 
of a 1:1,000 dilution were given weekly over a period of months. 
Larger doses, as suggested by Pottenger,* were not used, because 
desensitizing rather than shock therapy was wanted. Gay, in his treat- 
ment of tuberculous eyes, used these smaller doses. 

Some of the patients in the series have continued the injections for 
six months, after which a rest period was observed. Others stopped 
treatment after the cutaneous lesions cleared. Some of those who 
stopped have had a recurrence of the lesions and have commenced 
receiving the injections again. One patient in this series had a history 
of outbreaks from seven to twenty days after visits to a person with 
active tuberculosis. The outbreaks of lesions have not reappeared, owing 
either to therapy or to stopping of exposure to new sprays of infection 
or to both. Three patients in this series had axillary tuberculous 
adenitis; from 2 of these bovine bacilli were isolated, and no culture 
was made in the third case. Three patients had a strong reaction to 
both bovine and human tuberculin. Two with bovine bacilli in the 
lesions on the face reacted only to bovine tuberculin and were given 
bovine tuberculin therapeutically. One patient failed to improve with 
human tuberculin but improved with the bovine preparation. One 


8. Pottenger, F. M.: Clinical Tuberculosis, St. Louis, C. V. Mosby Company, 
1917, vol. 2. 
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patient with an axillary infection and large colliquative lesions jy the 
submaxillary region stated that her mother and two aunts had cor. 
responding scars. Her reactions to both bovine and human tuberculin 
were severe. Two sisters continued to get marked reactions to bovine 
tuberculin and only a small area of doubtful reaction when human 
tuberculin was used. All patients were given calcium, creosote and cod 
liver oil capsules as a routine tonic. Some of the patients with normal 
menstrual cycles had outbreaks of lesions at the menstrual period, 
Whether menstruation causes enough reaction in tuberculin-positiye 
patients to effect an outbreak of lesions on the skin, or whether it 
upsets the ratio of mononuclears and lymphocytes—that is, the mono- 


TABLE 2.—Patients with Positive Reactions to Tests, but not Treated 


Initials, Date of Reaction 
Sex, Obser- 1:1,000 
Age vation Lesions oO. 2. Treatment Results Comment 
F. St. J., 6/20/37 Comedos, Human ++ Untreated Chronic 
F, pustules with O. T. lesions still 
23 present 
V.L. A. N. 2/ 8/37 Comedos, Human + +++ Roentgen Well Had ehronie 
F, pustules rays osteomyelitis 
18 cysts glandular 
preparations 
F, pustules reaction at 
25 beginning of 
observation 
M.S., 10/7/35 Double Bovine +++ Roentgen Well Foci in axilla; 
F, comedos rays bovine bacillus 
20 colliquative isolated; 
cysts glands excised; 
mother and 2 


aunts had sub- 
maxillary sears 


Twenty patients with identical lesions continued to have negative reactions to dilutions 
up to 1:1,000; roentgenograms of the chest showed late and recent pathologie changes in 4 of 
‘these. 

Sixty-two patients with acne were not tested because of other apparent causative agents, 
including ingestion of iodides, infection and adolescent and menstrual disturbances. 


cytic-lymphocytic index—is not known. Sullivan and Jones ® in research 
on the monocytic-lymphocytic index did not refer to its variations during 
menstruation, nor did Sabin and Cunningham,’?® who made the first 


studies of this problem. 


REPORT OF CASES 


Case 1—O. L., a woman aged 30, was seen Aug. 10, 1930, because of 
comedos, small discrete papulopustules on the chin and cheeks and large under- 
mining, colliquative burrows covering the cheeks, chin and submaxillary space. 
From the purulent, jelly-like contents bovine tubercle bacilli were isolated by 
inoculation of rabbits and guinea pigs. The patient had been well until one year 


9- Sullivan, M., and Jones, P. H., Jr.: Diagnosis of Early Tuberculosis : 
Value of Monocytic Lymphocytic Index Determined by Supravital Technic Before 
and After Administration of Tuberculin, Am. J. M. Sc. 185:762 (June) 1933. 
10. Sabin and Cunningham, cited by Sullivan and Jones.® 
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before, When she had been given iodides. Tests with old tuberculin (human) 
negative results, and therapy with old tuberculin gave no results in three 
months. Bovine tuberculin produced a positive reaction on Jan. 12, 1931, and old 
tuberculin (bovine) was given therapeutically until June 26, 1931, when the 
patient was well ; roentgenograms of the chest showed no sign of active tuberculosis. 
A test with bovine tuberculin gave a 2 plus result and that with human tuberculin, 


gave 


a negative result. 

Case 2.—I. N., a woman aged 22, came under observation on Oct. 11, 1937. She 
had large double comedos, colliquative cysts over the cheeks and the mandible. 
Her reaction to human old tuberculin was 3 plus. She was given graduated doses 
of human old tuberculin until May 1, 1938, when she had gained 15 pounds (4.5 
Kg.). Two sisters were free of acne. 


The patient in case 1: 
tuberculin (bovine). 


A, before treatment; B, after treatment with old 


Case 3.—N. P., a woman aged 20, was seen Oct. 5, 1937, when she had large 
comedos, pustules, cysts and scars on the face, backs of the ears, chest and the 
back. Her reaction to human old tuberculin was 2 plus and to bovine old tuber- 
culin 4 plus. Roentgen radiation was applied to the face. Bovine and human 
old tuberculin were given alternately. All lesions disappeared both in the areas 
treated with roentgen rays and in those not treated. The reaction to old 
tuberculin (bovine) on March 1, 1938, was 4 plus. 


Case 4.—H. W., a woman aged 17, was seen on Nov. 3, 1933, when she had 
double comedos, pustules and long colliquative cysts. The last type were incised 
and curetted. Bovine bacilli were isolated. Tuberculin tests on Jan. 22, 1934, 
showed a 3 plus reaction to the bovine substance and a 1 plus reaction to the 
human preparation in a dilution of 1: 1,000. Old tuberculin (bovine) was given 
from April 1, 1934, until Aug. 30, 1934, with striking improvement. Occasional out- 
breaks have been quieted with injections of old tuberculin (bovine). Reactions to 
tuberculin throughout three years have remained: 2 plus to the bovine and 
negative to the human substance. 
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Case 5.—V. K., a woman aged 21, on Sept. 1, 1937, presented many double 
comedos, pustules and deep cysts over the face, backs of the ears, temples, forehead 
and shoulders. Tuberculin tests showed a 3 plus reaction to the human and a 2 
plus reaction to the bovine substance. Old tuberculin (human) and 4% skin units 
of roentgen rays were given. The patient has been free of lesions since Feb, 1, 
1938. 


Case 6.—A. B., a woman aged 24 had had acne for three years, with comedos 
pustules, cysts and chloasma. Delayed, irregular menstruation was relieved alter 
vaccines along with roentgen rays had produced no lasting improvement. Qn 
April 20, 1938, the reaction to human tuberculin was indefinite and to bovine 3 plus, 


Case 7.—F. S., a woman aged 23, had had acne for one year; treatment for six 
months with roentgen rays and vaccines had produced no results. On April 6, 
1937, she had comedos and cysts with jelly-like, mucoid pustules over the face, chest 
and shoulders and the backs of the ears. On April 7 a test with human tuberculin 
gave a negative result ; on Feb. 1, 1938, tests with hunian and with bovine tuberculin 
gave 3 and 2 plus reactions, respectively. There were three outbreaks of lesions 
from seven to twenty days after she visited a tuberculous sweetheart. The condi- 
tion has improved during administration of old tuberculin (human), and the patient 
has gained weight. Five sisters had no acne. The patient may have had 
a negative reaction to tuberculin or may have acquired anergy from an over- 
whelming injection and later been able to combat it. 


Case 8.—T. K., a man aged 18, was seen Sept. 15, 1937, when he was half 
starved by diets. There were large colliquative cysts on the face, chest and 
shoulders. Tests with human and bovine old tuberculin gave negative results. 
He had been treated with roentgen rays, calcium, creosote and cod liver oil. The 
last tests, on May 10, 1938, with human and bovine tuberculin gave negative 
results. Roentgenograms of the chest showed calcification, interlobar scarring 
and hilar scars. The patient had had tuberculosis in childhood. 


Case 9.—W. W., a man aged 23, a sophomore medical student, was seen 
April 6, 1934. Double comedos, pustules and large cysts were present over the 
face, chest and back. A test with human tuberculin gave negative results. Injec- 
tions of manganese butyrate were given. Roentgen irradiation afforded tem- 
porary relief from the outbreak of lesions. On March 1, 1938, tests with human 
and bovine tuberculin gave negative results. A roentgenogram of the chest showed 
no pathologic changes. The patient continued to have discrete cysts. A brother 
had no acne. 


Case 10.—M. K., a woman aged 17, came under observation on Jan. 29, 1938. 
Large colliquative cysts were present on the cheeks and the chin, and there were 
comedos on the shoulders. A test with bovine tuberculin gave a 3 plus reaction; 
human tuberculin gave a negative result. Roentgen radiation was given over the 
cheeks and the chin to a total of 1% skin units. The patient gained weight. Old 
tuberculin (bovine) was given. 

COMMENT 


Many problems confront the investigator who attempts to evaluate 
the effect of tuberculous infection on the patient. Some of these 
problems are: the effects of the infection on digestion and well-being, 
the cause of lassitude, disturbances of glandular secretions, direct 
transmission of bacilli through the blood to the infected gland itself 
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and the effect of normal menstruation in raising or lowering lymphatic 
resistance to the progression of the disease. However, observations 
which reveal the presence of bovine infection, with isolation of the 
type, failure to attain results with human old tuberculin and attainment 
of results with bovine old tuberculin, on the one hand, and positive 
reactions to human tuberculin only, with improvement when that type 
of tuberculin is given therapeutically, add to one’s hopes that some 
patients with acneform eruptions may be aided by the proper administra- 
tion of tuberculin. Furthermore, according to my observations, many 
patients with a supposedly inherited tendency to acne should in reality 
be classed as possessing acquired tuberculous infection, with similar 
lesions resulting therefrom. 

The most striking finding in this series was that 2 patients with 
proved bovine tuberculosis bacilli had negative reactions to both types 
of old tuberculin for four years after the bacilli were isolated. 

In 2 cases positive tuberculin reactions developed six months and 
one year, respectively, after tuberculosis bacilli had been isolated. 

Two patients failed to improve when human old tuberculin was 
given but improved immediately with injections of bovine old tuberculin. 
Both had negative reactions to human tuberculin. One patient showed 
periodic outbreaks of cutaneous lesions after visits to a tuberculous 
sweetheart. 
SUMMARY AND CONCLUSIONS 
Forty-nine of 111 patients with acneform lesions were tested with 
old tuberculin (Koch) with dilutions of from 1: 100,000 to 1: 1,000. 

Twenty-nine patients gave positive reactions to either bovine or 
human old tuberculin or both. Twenty gave negative reactions to either 
bovine or human old tuberculin or both, and 4 of these patients had 
roentgen evidence of recent or late lesions of the lungs. 

Sixty-two patients were not tested because other causes of their erup- 
tions were known. 

Of 25 patients treated for sixty days or more with old tuberculin, 
10 were well and 11 improved ; 4 were not included in the series because 
of the short time they had been under treatment. 

Tuberculin gives good results in the treatment of tuberculoderma ; 
used with care it has cleared up long-existing acneform lesions and has 
caused no untoward effects. 
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CONTACT DERMATITIS FROM “HORN-RIMME)D” 
SPECTACLES 


REPORT OF A_ CASE 


HARRY BERKOFF, M.D. 
Chief of Allergy, City Hospital, Outpatient Department; Physician, 
New York Hospital, Outpatient Department 
NEW YORK 


An apparently endless accumulation of etiologic factors in contact 
dermatitis is evident in the literature of recent years. This is due partly 
to a better understanding of the action of the offending contactant on 
the susceptible epidermis and partly to the increasing number of new 
and complex chemical and physical appurtenances to modern civilization. 

Despite the prevalent use of so-called horn-rimmed _ spectacles, 
reports of dermatitis due to them are remarkably few. Sutton * in 1927 
encountered a patient whose dermatitis he suspected to be due to the 
frame of the spectacles. He applied the “front” of the glasses to the 
patient’s forearm for twenty minutes. Three hours later an outline of 
the frame appeared. Testing with the temple piece by this method 
caused no reaction, even after six hours. In order to rule out the polish 
or external enamel as the substance responsible for the eruption, the 
frame was dipped in acetone, but a positive reaction was obtained never- 
theless. The frame was found to be made of zylonite, which is a 
malleable substance prepared from pyroxylin and camphor and rendered 
less inflammable by the addition of other ingredients. The author 
concluded that “the reaction was caused either by a dye or by an 
improper ‘cure’ of the zylonite.” 

While I was studying my patient, Kristjansen’s ? report of 3 cases 
of facial dermatitis due to commonly used “tortoise-shell” spectacles 
was noted. Patch tests with the gelatinous mass resulting from the 
solution of a small piece of the frame in acetone gave positive results. 
The dermatitis disappeared when the frame was discarded and recurred 
later when another trial of it was made. In his comments the author 
expressed the suspicion that the artificial resins with their aniline dyes 
are the basis of the irritation to the affected skin. He did not pursue 
his analysis further, as additional information regarding processes of 
production was refused him. 


From the City Hospital Allergy Clinic. 

1. Sutton, I. C.: Acute Dermatitis from the Wearing of “Horn Rim” 
Spectacles, J. A. M. A. 89:1059 (Sept. 24) 1927. 

2. Kristjansen, A.: Brillen-Dermatit, Acta dermat.-venereol. 18:519, 1937. 
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\lthough trade secrets were just as carefully guarded whenever 
detailed data were sought in the analysis of my case, it was possible to 
proceed somewhat further in that respect. It is for this reason and 
because during the period of inquiry 3 instances of similar involvement 
were encountered that the case is reported. In the other cases there was 
no opportunity, however, for detailed study. 


REPORT OF CASE 


The patient, a man aged 50, was first seen in the clinic for allergic patients 
in July 1936. He had had a chronic cough for five years, which became progres- 
sively worse and was attended with wheezing and dyspnea. Antrotomy had been 
done about three years previously, with temporary improvement. There had been no 
sign of eczema except a tendency of the skin to be itchy at times. The Wasser- 
mann reaction was reported negative in 1930, and no check was performed till 
the time of my examination, when it was found to be positive. Roentgenologically 
there were cloudiness of both antrums, more pronounced in the right, and increased 
pulmonary emphysema, more marked at the bases of the lungs. Cutaneous tests 


venerally gave negative results. 

During symptomatic and some vaccinal therapy the patient made favorable 
progress until November 1937, when the following history was obtained: About 
two weeks prior to his visit at that time he purchased a used pair of black “horn- 
rimmed” spectacles and wore them continuously for about ten days, after which 
the skin over the root of the nose and the backs of the ears became itchy. He 
continued their use for two more days, when the appearance of an eruption on the 
aforementioned sites and the intense itching caused him to discard them. There 
was at that time no pruritus elsewhere on the body. The patient stated that he 
had previously worn “light-colored shell-rimmed spectacles” for years, with no 


untoward results. 

Examination showed a marked eczematoid (vesicular, papular and crusted) 
dermatitis involving the root of the nose and extending along the temporal areas 
to and around the posterior aspects of both auricles, following exactly the line of 
contact with the frame of the spectacles. There was secondary edema of the 
eyelids, the auricles and the adjacent parts of the face (fig. 1). 

The patient was advised to continue without the spectacles and % inch (1.3 
cm.) of the temple piece was applied in a patch test to the arm. Owing to a 
misunderstanding and an intervening holiday, the patient did not return to the clinic 
for four days. He reported that the site became itchy the day following the 
application but that he did not disturb it. When he was seen, there was an area 
about 3 cm. square, covered with numerous many-sized vesicles, some becoming 
confluent. This reaction gradually progressed, till a week later there was a 
slightly wider zone of scaly erythematous dermatitis on the original site (fig. 2). 
Also noted at this visit—after the initial improvement when the spectacles were 
discarded—was a flare-up at the original postauricular site extending somewhat 
down the neck and an involvement of the cubital, crural and perianal areas. It was 
felt at the time that this might have been a form of general reaction from the 
original focus, induced possibly by the inadvertent length of application of the 
patch. On about the eighteenth day there was complete clearance of the site 
of the test and of those of the secondary reactions. The face was clear except 
for some slight scaling of the ears. It is interesting to note that while this new 
shock tissue was active, the patient’s asthma was mild. 
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A control patch test of another patient with an adjoining portion of the temple 
piece gave a negative result. Passive transfer—questionable in contact dermatitis— 
was not attempted because of the positive serologic changes. 

It was not possible to investigate the source of the spectacles, and further 
analysis had to be based on such information as was available. The dye on the 
frames was found to be nigrosine. Patch tests with this in aqueous, alcoholic 
and powdered forms gave negative results after forty-eight hours, as did tests 
with dilute acetic acid and gum camphor, both of which are components of the 
cellulose acetate of which the frame was made. 

In order to determine whether this frame substance particularly caused the 
reaction in the patient or whether something present generally in frames of this 
type would cause a similar reaction, samples of a well known brand of black 


Fig. 1—Contact dermatitis from “horn-rimmed” spectacles. 


and of amber cellulose acetate and of cellulose nitrate were obtained for use as 
controls. 

After sixty-eight hours, patch tests with these substances showed the most 
marked reaction to the amber sample, a more moderate one to the black and 
none to the cellulose nitrate. The intensity of the reaction continued to increase 
for the next two days, with a recurrence of itching followed by an erythematous 
dermatitis in distant sites, as was first observed when the original patch test 
with the piece of spectacle frame was applied. This general reaction persisted 
for almost three weeks. A test with pure cellulose acetate in flake form gave a 
negative result. 

Solution of a portion of the frame in acetone resulted in a dense parchment- 
like residue which produced a positive reaction, although not so marked as that 
with the undissolved substance. This reaction also continued to increase for 
about a week and was associated with generalized pruritus and some scattered 
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es of an erythematopapular dermatitis. A control test with acetone showed 
‘int zone of reaction. This substance on another patient gave an entirely nega- 


patch 
a fi 
tive result. 

\iter the subsidence of the reactions to these last tests, when the skin had 
assumed its normal appearance, a portion of the frame was soaked in alcohol for an 


Fig. 2.—Result of patch test with temple piece. 


appreciable time and then applied as a patch. Although this produced some 
vesiculation and a moderate reaction, it is to be emphasized that it was only of 
about a fourth the extent and intensity of that resulting from the untreated 
specimen. 

Tests were also performed with several chemicals known as plasticizers, which 
are added in the process of manufacturing such articles as the cellulose acetate 
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spectacles under consideration because of the softness and viscosity they |end the 
product. There are at least twenty-four common plasticizers, but it was possible 
to make tests with only four of them. The results were strongly positive with 
tricresyl and triphenyl phosphates, which are used most commonly in. articles 
of this type, slightly so with diethyl phthalate, and negative with dimethyl phthalate. 
At the end of the week the sites of the two phosphate tests were still observed as 
a large almost confluent area, covered with grayish scales and surrounded by a 
slight inflammatory reaction. The general appearance closely resembled that of the 
reaction to the original test with the temple piece, although it was more extensive. 

The tests that were performed on the patient may be summarized for rapid 
survey, as follows: 


Spectacle frame (after solution in acetone).............. ++ 4 
Spectacle frame (after immersion in alcohol)............ + 
Nigrosine (aqueous alcoholic and pulverized)............ 0 

Cellulose acetate, trade sample (black).................. + 
Cellulose acetate, trade sample (amber)................. +++4 


COMMENT 


In each of two previous reports of dermatitis due to direct contact 
with so-called horn-rimmed spectacles the author was inclined to indict 
the dye, which often is an irritant. One author questioned the artificial 
resins; the other dismissed the problem after expressing a suspicion of 
an improper “cure” of the product. 


My patient gave strong reactions to patch tests with a portion of 
the original temple piece as well as with an amber trade sample of 
cellulose acetate from a different source. He was apparently not sensi- 
tive to the dye, nigrosine, to pure cellulose acetate, to acetic acid or to 
gum camphor. The intensity of the reactions to tricresyl and to tripheny! 
phosphate, known as plasticizers or softening substances and _ often 
incorporated in materials of which such spectacle frames are made, is 
significant, since no other constituent, as far as I was able to determine, 
produced a similar reaction. The absence of reaction to cellulose acetate, 
as such, and to a cellulose nitrate control should be emphasized, as it 
would seem to rule out the basic ingredient as the offender. The effect 
of immersion of a portion of the original temple piece in alcohol, 
decreasing the reaction considerably, is not clear. A suggested explana- 
tion is that some alteration of the plasticizing factor was thereby effected. 
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“lhe implication of the plasticizers as a causative factor, it should be 
emphasized, is made here only by exclusion, Their use in such materials 
is admittedly the rule. Our problem would have been much simpler 
if the composition of the frame in detail had been available. 


SUMMARY 


A case of dermatitis from “horn-rimmed” spectacles is described, and 
a brief review of the few cases previously reported is made. 

The results of patch tests pointed to the substances known as 
plasticizers or softeners of the material of which the frames are made as 
the cause, rather than to the basic cellulose acetate or other components. 

The variation in cutaneous response time was evident, for the frames 
were worn for ten days before any symptoms were noticed, while the 
site of the patch test began to itch after a day and a full-blown reaction 
was present on the fourth day. 

The suggestion is made that similar factors be considered as etiologic 
possibilities with other types of dermatitis involving such contact areas. 


130 East Thirty-Ninth Street. 
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PROGNOSTIC SIGNIFICANCE OF CUTANEOUS 
LESIONS IN COCCIDIOIDAL GRANULOMA 


ERVIN EPSTEIN, M.D. 
OAKLAND, CALIF. 


When observing patients suffering from coccidioidal granuloma, 
one is soon impressed by the fact that certain patients die despite any 
form of treatment while others experience remissions under suitable 
therapy. The disease usually involves the skin in either event, but 
the fatal and the nonfatal type have their own clinical characteristics, 
This became apparent to me during personal observation of 6 fatal 
cases and was confirmed by a cursory review of reported cases. Not 
all patients with fatal infection by Coccidioides immitis present an 
eruption characteristic of the fatal type. However, persons with the 
characteristic papillomatous nodules usually succumb rapidly to a mili- 


Differential Diagnosis Between Miliary and Chronic Coccidioidal Granuloma 
of the Skin 


Miliary Coccidioida] Chronie Coceidioidal 


Granuloma Granuloma 
Location Head, neck, shoulders Sternoclavicular joints, lateral 
upper extremities aspects of feet, cervical and 
inguinal regions 
Clinical form Verrucous, papillomatous Abscess 
Primary involvement of local Skin Subcutaneous tissue and deeper 
lesion structures 
Mucosal lesions Occasional Rare 
‘Course Rapidly fatal Slow with remissions and 
relapses 
Fever (temperature above Usual, prolonged Less common 
100.4 F.) 
Evidence of visceral involvement Usual Less common 
Demonstration of organism Easy More difficult 


ary dissemination of the disease—hence, this type might be termed 
miliary coccidioidal granuloma of the skin. 

Jacobson? classified the cutaneous manifestations of coccidioidal 
granuloma in three groups: (1) those involving the skin primarily 
(dermal) ; (2) those arising in the subcutaneous tissue and secondarily 
involving the skin (subcutaneous), and (3) those originating in the 
bone or the lymph nodes, with subsequent extension to the skin (scro- 
fulodermal). The acute manifestations under consideration fall into 
group 1, while lesions of groups 2 and 3 usually have a chronic course. 


1. Jacobson, H. P.: Coccidioidal Granuloma, Arch. Dermat. & Syph. 21:79 
{May) 1930. 
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MILIARY COCCIDIOIDAL GRANULOMA OF THE SKIN 


Acute coccidioidal granuloma of the skin is most commonly observed 
ou the face. Other locations that may be involved include the scalp, 
the neck, the upper portion of the back and shoulders and the upper 
extremities. "The mucous membranes of the lips and nose may also be 
afiected. As a rule, the lesions start as small superficial pustules, 
which are soon replaced by papillomatous nodules. When the disease 
is fully developed, the verrucous aspect is marked and the nodules 
appear to be set on the skin rather than in it. While little or no areola 
is visible, the surrounding skin is deeply indurated. The apex of the 


Fig. 1—Typical coccidioidal granuloma of the skin of miliary type, showing 
involvement of mucous membranes. 


lesion is the narrowest portion and may project as much as 2.5 cm. 
above the level of the skin. The base is usually the widest part of the 
nodule, although at times it may be slightly constricted. 

The color varies from gray to red to purple. The papillomas are 
friable, and pressure causes the expulsion of purulent material.  C. 
immitis may be easily demonstrated in a potassium hydroxide prepa- 
ration of this pus or of that contained in the primary pustule. 

At times the pustular stage is lacking and a small nodule consti- 
tutes the initial manifestation. In this event the lesions tend to be 
flatter and slightly ulcerated. The eruption may consist of a single 
lesion, but usually there are multiple lesions. Isolated nodules are 
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more common when the pustular stage is absent. As a rule, the 
individual lesions tend to remain discrete, although in the firs; type 
described coalescence occasionally occurs, leading to the development 
of large verrucous patches. Lesions in various stages of development 
are usually present in the same patient. There is little tendency toward 
local recurrence after excision by cautery of individual papillomas, 
although this procedure does not improve the prognosis. 

The appearance of these lesions is usually preceded by symptoms 
of pulmonary or meningeal involvement. The patient succumbs to a 
generalized coccidioidal infection in from six to twelve weeks after 
the appearance of the eruption. 


Fig. 2.—Chronic coccidioidal granuloma in a typical location. 


COM MENT 


The concept of the prognostic importance of cutaneous manifesta- 
tions of a disease is not new. Most authors recognize the gravity of 
hemorrhagic bullae in variola; of mucosal involvement and of hemor- 
rhagic lesions in pemphigus, and of the appearance of specific cutaneous 
lesions in leukemia. In like manner the appearance of the previously 
described eruption in a patient with coccidioidal granuloma indicates a 
poor prognosis. Like all rules, this one undoubtedly has exceptions. 
However, the frequent association of these lesions with miliary coc- 
cidioidal granuloma cannot be ignored. 
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| have seen 5 patients with such involvement, all men. Three had 
multiple and 2 had single lesions. The face was involved in 3 patients 
and the upper extremities or the shoulders in a like number. Among 
18 patients with coccidioidal granuloma who left the hospital alive, 
this type of cutaneous complication was not noted in a single instance. 
One patient with fatal pulmonary involvement presented only a sub- 
cutaneous fluctuant abscess on the dorsum of the left foot. 

Various authors have confused the lesions with those of other 
conditions, such as yaws, mycosis fungoides and fungating iododerma 
and bromoderma, until histologic or mycologic investigation established 
the nature of the dermatosis in question. However, it is usually easy 
to establish the correct diagnosis by demonstrating C. immitis in the 


lesions. 

As a rule, the dermatologic manifestations of chronic coccidioidal 
granuloma can be differentiated from those of the acute type. In the 
former, the lesions are deep abscesses which involve the skin secon- 
darily. They are slow to ulcerate. The commonest locations are over 
the sternoclavicular joint, on the lateral aspect of the foot and in the 
cervical or the inguinal region. The lesions tend to be chronic and 
heal slowly under suitable treatment. Febrile reactions are com- 
paratively mild and of short duration. Physical and roentgenologic 
examinations often show no evidence of systemic involvement. 

In all probability the pathogenesis of the lesions of miliary coccidi- 
oidal granuloma of the skin is by hematogenous dissemination from 
an osseous, pulmonary or other localized focus, with the establishment 
of metastatic foci in the skin. Such a theory is based on the follow- 
ing facts: Patients with acute coccidioidal granuloma of the skin 
usually have a high fever. In 2 cases C. immitis was successfully 
grown in blood cultures. One patient had endocarditis, and C. immitis 
was demonstrated histologically in the valves. The sudden appear- 
ance of multiple lesions is compatible with such a mechanism. The 
uniformly fatal outcome in this series further corroborates this concept. 


SUMMARY 


The cutaneous lesions associated with acute fatal coccidioidal gran- 
uloma are described. 

These lesions are differentiated from those of chronic coccidioidal 
granuloma, in which the prognosis is much more favorable. 
An explanation of the pathogenesis of these lesions is offered. 


1624 Franklin Street. 
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SYCOSIS PARASITICA DUE TO FAVOTRICHO- 
PHYTON ALBUM VAR. SINGULARE 


JOHN A. GAMMEL, M.D. 
AND 
JOHN L. WORK, M.D. 
CLEVELAND 


Sycosis parasitica is relatively rare in the United States (Ormsby '), 
During the past fourteen years we have observed only 4 cases. In 3 
instances fungi of the Trichophyton gypseum group were isolated: 
cultures from the fourth patient yielded a faviform organism. All these 
dermatophytes are of animal origin. The history of all 4 patients 
showed that they had handled infected livestock. 

It would be surprising if, with the large number of cattle in this 
country, dermatomycoses of animal origin should be rare. It is more 
probable that such infections occur chiefly among the agricultural 
population and do not reach the metropolitan medical centers, where 
cultural studies can be made. Giltner * stated: 


As regards cattle, ringworm is widespread throughout the United States, 
the young being most frequently affected. Ringworm infection in sheep is 
apparently quite rare in this country. Our records show only one case which was 
encountered some years ago. 


A study of the American literature revealed that faviform tricho- 
phytons have been recorded only sporadically and by a few observers. 
Moreover, these reports did not go beyond the statement that a faviform 
trichophyton was isolated. As in our case the infection seemingly was 
acquired from sheep, and as we made certain observations on the 
behavior of the fungus isolated by us, we feel that a short report of our 
findings might not be without interest. 


Read by title at the Sixty-First Annual Meeting of the American Dermato- 
logical Association, Inc., Del Monte, Calif., June 9, 1938. 

From the Department of Dermatology and Syphilology and the Institute of 
Pathology of the School of Medicine, Western Reserve University. 

1. Ormsby, O. S.: A Practical Treatise on Diseases of the Skin, ed. 5, 
Philadelphia, Lea & Febiger, 1937, pp. 1020-1024. 

2. Giltner, L. T., Acting Chief of the Pathological Division of the Bureau of 
Animal Industry of the United States Department of Agriculture: Personal 
communication to the authors. 
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REPORT OF CASE 


The patient, W. St., a middle-aged cattle dealer, stated that a lesion developed 
on the left cheek in February 1936, gradually spread and became deeper. He 
volunteered the information that he felt he had acquired the condition from 
“scabby sheep.” 

The left cheek showed a circular erythematous lesion of about 6 cm. diameter, 
partly in the bearded region and partly on the glabrous skin. The latter part 
consisted merely of an infiltrated, approximately semicircular band, while the 
part in the bearded region was a conglomeration of deep-seated nodules and a few 
pustules. The hairs in the area involved could be pulled out easily and after treat- 
ment in glacial acetic acid revealed on direct examination numerous spores (of a 
larger caliber than those seen in microsporosis) and a few septate hyphae on the 
outside of the hair roots. A cutaneous test with 0.1 cc. of trichophytin Lederle gave 
a positive result. A diagnosis of sycosis parasitica due to a megasporic ectothrix 
was therefore made. 

Roentgen radiation (a total of 600 r filtered with 1 mm. of aluminum) was 
given, spread over five days. The hairs were epilated by hand as much as possible 
and hot compresses of boric acid and 10 per cent ammoniated mercury ointment 
were applied. Under this regimen, fortified with injections of foreign protein, 
the condition cleared up completely within three weeks. Later attempts to 
reexamine the patient and to obtain material from infected sheep were unsuccessful. 


CHARACTERISTICS 


CULTURAL 


The roots of infected hair were cut into minute pieces and planted on 
Sabouraud’s dextrose agar made with the original French ingredients. 
At the end of four weeks at room temperature a few delicate hyphae 
were seen radiating from the inoculated material. At the end of three 
months the colonies consisted of a barely visible spiderweb-like net of 
hyphae spread over an area of 2 cm. diameter on the surface of the 
medium. The center was marked by a pinhead-sized knob. Small pieces 
of agar with hyphae were transferred to fresh culture tubes. The same 
poor growth was observed in subsequent transplants, but the central 
knob became somewhat enlarged and convoluted. Keeping the tubes in 
the incubator at 30 C. increased the rate of growth considerably; yet 
in all tubes the medium dried out before a tentative identification had 
been possible. At the end of a year the fungus was transplanted onto 
Sabouraud’s dextrose agar in which beef liver infusion had been used 
instead of water. This medium was devised by Hanan and Zurett * for 
the culture of Madurella lackawanna. <A luxurious cerebriform growth 
resulted, spreading over the surface of the medium within two months. 
Most of our further studies were carried out on Difco bacto liver infu- 
sion agar to which 4 per cent dextrose massée de Chanut had been added. 
The py of this medium, determined by the electrometric method, varied 
between 6 and 7.2. 


3. Hanan, E. B., and Zurett, S.: A New Species of Madurella: Isolation and 
Identification in a Case of Maduromycosis, Arch. Dermat. & Syph. 37:947-966 
(June) 1938. 
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Fig. 1—Growth 4 weeks old on liver infusion-dextrose agar: a, cerebriform 
type; b and c, discoid type. 


Fig. 2.—a to c, reversal of the discoid or downy type into the cerebriform type; 
d Favotrichophyton album var. singulare in “clover leaf” arrangement on 
Sabouraud’s dextrose agar. 
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\fter several transplants on this medium we suddenly noticed two 
distinct types of growth: a cerebriform type and a less well differ- 
entiated discoid type. Both types originated from the same cerebriform 
In subsequent culture series each type always yielded the same 


colony. 
type of culture. 
The cerebriform type started out with the elevation of a small knob, 


which soon formed several furrows that gradually spread over the 
culture medium until they reached the wall of the tube. The adult colony 
was vermiculate and rather flat, but with deep furrows and irregularly 


Fig. 3—Giant colonies 6 weeks old on liver infusion-dextrose agar: a, 


Favotrichophyton album; b, Favotrichophyton ochraceum; ¢ and d, Favotricho- 


phyton album var. singulare, (c) discoid type and (d@) cerebriform type. 


elevated convolutions. The furrows were radially arranged in the 
periphery. The colonies were covered with a short mycelial velvet, 
which extended well beyond the furrows. The color depended on the 
length of the aerial hyphae, varying from light brown in the more 
glabrous colonies to white in those with a heavy mycelial tuft. Some 
cultures showed even a yellowish hue. Old cultures sometimes assumed 
a gypseum-like aspect at the periphery. 
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Giant colonies of the discoid type spread around a central knob, Ip 
some instances this knob was surrounded by an undifferentiated densely 
interwoven mycelial network. Usually, however, there was a deep 
circular furrow around a central hill. From this furrow again radiated 
a varying number of peripheral furrows. More superficial radia! 
furrows that did not reach the central portion of the colony could pe 
seen in the peripheral parts of old colonies. Some colonies from this 


Fig. 4. Giant colonies on Sabouraud’s maltose agar: a, Favotrichophyton 
album; b, Favotrichophyton ochraceum; ¢ and d, Favotrichophyton album var. 
singulare (c) discoid type and (d) cerebriform type. 


series lacked the deep furrows and showed only a central hill surrounded 
by irregular shallow depressions. The discoid type sent mycelial fila- 
ments into the deeper parts of the liver infusion agar. 

At first we were inclined to consider the discoid type of growth as 
the pleomorphic form of the organism, Then in one series of trans- 
plants from the discoid type we noted after about six weeks that in one 
or more parts of the colony convolutions appeared and spread, forming 
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of cerebriform growth on otherwise discoid or almost downy 
colonies. A glance at figure 2 might create the impression that a 
cerebriform organism is undergoing pleomorphic degeneration. How- 
ever, the process was just the reverse: A typical cerebriform growth 
developed spontaneously from a rather old downy-looking colony. 


islands 


After the organism had been grown on liver infusion agar for eight 
or ten generations it was transferred back to standard Sabouraud’s 
dextrose and maltose agar (py 4.5 to 5), but the colonies remained much 
snaller, though they grew better than before. The central portion 
showed but few irregular convolutions, which at times suggested a four 
leaf clover (fig. 2, tube d). The central elevated part was surrounded 
by a thin white halo composed of long radiating mycelial filaments. In 
the discoid type the convolutions were less distinct, the furrows more 
shallow and the aerial hyphae longer and more numerous, giving the 
colony a whiter color. The radial arrangement of the hyphae of the 
surrounding halo was less pronounced, causing it to appear rather 
powdery. 

Colonies on Sabouraud’s preservation agar were poor. There was 
but a scant, undifferentiated flat or slightly furrowed surface growth 
with long rootlike extensions into the depth. 

All cultures have a strong ammonia odor, and gelatin may be 
liquefied. 

MICROSCOPIC CHARACTERISTICS 

Hanging drop cultures in Sabouraud’s dextrose broth showed a much 
branched mycelium. In the periphery the young hyphae were often 
wavy like coarse spirochetes.* Older hyphae were irregularly bent, with 
clear content and plainly visible septums at irregular intervals. The cell 
walls were sharply outlined. Old hyphae were undulate, with sigmoid 
curves and numerous lateral protuberances. The hyphae were not 
of the same thickness throughout; thinner portions alternated with 
thicker ones. The caliber of the mycelial threads varied from 1.8 to 
4 microns, the average being from 2 to 2.4 microns. Thick-walled 
globular or ovoid chlamydospores were intercalary or terminal, rarely 
pedicellate. Their diameter was from 8 to 14 microns; they appeared 
late and increased in number with the age of the culture. The pedicellate 
chlamydospores appeared at first as sessile lateral spores. 

The discoid type showed, on the average, thinner hyphae, though 
some of 5 microns diameter were observed. The lateral protuberances 
were less numerous, but rudimentary pectinate organs could be seen. 


4. These wavy hyphae were interpreted by E. A. R. F. Baudet (Les Trichophy- 
ton 4 culture faviforme sur milieux naturels et milieux 4 case de polysaccharides 
de Langeron et Milochevitch, Ann. de parasitol, 9:546-551 [Nov. 1] 1931) as 
rudimentary spirals. 
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Fig. 5.—Wavy hyphae in young cultures. 


Fig. 6.—Septate irregular hyphae with intercalary, terminal and _pedicellate 
chlamydospores. 
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ces the hyphae were much curved and formed a loose convolution 


In pl: 
suggesting small nodular organs. Chlamydospores were less numerous. 


The older the cultures got (3 to 8 months) the more the types resembled 


each other. 

Microscopic examination of cultures on barley grains, prepared 
according to the method of Langeron and Milochevitch,® showed 
straight, wavy and twisted hyphae, arthrospores and sessile lateral 
spores but no grapes, closterospores (spindles) or free aleuries as 
described by Baudet * for Favotrichophyton album. Rice water did not 
permit the study of spore formation as well as Sabouraud’s broth. 


COM MENT 


From the cultural and clinical characteristics it was evident that we 
were dealing with a faviform trichophyton. The spores in the growth 
cultured from the patient were large and of the ectothrix type. The 
giant colonies covered with a scant velvet resembled Achorion. The 
poorly differentiated mycelium, consisting chiefly of arthrospores, 
chlamydospores occasional aleuriospores, conformed this 
diagnosis. 

In 1919, Castellani and Chalmers’ proposed to designate the 
faviform trichophytons as Favotrichophyton, which was to form a sub- 
genus of Ectotrichophyton. The authors included five species in this 
group. Neveu-Lemaire* in 1921 acknowledged this subgenus. Ota 
and Langeron ® in 1923 went a step further in their new classification 
and distributed organisms of this type among the newly created genera 
Sodinia and Grubyella, the latter of which was to include the well known 
Achorion schoenleini. More changes were suggested by Guiart and 
Grigorakis '° in 1927 and again by Langeron and Milochevitch™ 
in 1930. 


5. Langeron, M., and Milochevitch, S.: Morphologie des dermatophytes sur 
milieux naturels et milieux a base de polysaccharides, Ann. de parasitol. 8:422- 
436 (July 1) 1930, 

6. Baudet, E. A. R. F.: (a) Sur un cas de teigne humaine produite par un 
dermatophyte mégaspore, Ann. de parasitol. 8:512-519 (Oct. 1) 1930; (b) Par- 
ticularités d’une teigne mégasporée d’un veau, ibid. 8:520-522 (Oct. 1) 1930; (c) 
Les Trichophyton a culture faviforme sur milieux naturels et milieux a base de 
polysaccharides de Langeron et Milochevitch, ibid. 9:546-551 (Nov. 1) 1931. 

7. Castellani, A., and Chalmers, A. J.: Manual of Tropical Medicine, ed. 3, 
New York, William Wood & Company, 1919, p. 1003. 

8. Neveu-Lemaire, cited by Dodge,!? p. 512. 

9. Ota, M., and Langeron, M.: Nouvelle classification des dermatophytes, 
Ann. de parasitol. 1:305-336 (Oct. 1) 1923. 

10. Guiart, J., and Grigorakis, L.: La classification botanique des champignons 
des teignes, Lyon méd. 141:369-378 (April 1) 1928; cited by Dodge,!2 p. 463. 

11. Langeron, M., and Milochevitch, S.: Morphologie des dermatophytes sur 
milieux naturels et milieux 4 base polysaccharides, Ann. de parasitol. 8:422-436, 
(July 1) 1930. 
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For many decades botanists have shown little interest in parasites 
infesting human beings, and physicians have had to solve their owy 
mycologic problems. It was left to Dodge ** in St. Louis to give prac- 
titioners the first comprehensive textbook of medical mycology with a 
classification sufficiently simple for use by the medical mycologist. The 
system of Dodge deserves to be adopted by at least all English-speaking 
physicians until an international agreement on classification and nomen- 
clature can be reached. If we follow Dodge, the organism described 
here belongs to the genus Favotrichophyton. On account of its char- 
acteristics it has to be identified as Favotrichophyton  singulare 
(Cazalbou) Dodge n. comb. This fungus was described first by 
Cazalbou,'* a French veterinarian in Rennes, France, in a report on 
seven new species. He called the organism “‘singulare” because the 
transition of the cerebriform type into the discoid type and back to the 
cerebriform type was at that time a rather singular observation. The 
seven species offered a rather uniform and _ indistinctive clinical and 
mycologic appearance. Also the shape of the giant colonies and the 
microscopic characteristics did not vary a great deal. The differentiation 
was based chiefly on the color of the colonies. We do not wish to dis- 
cuss here the question whether pigment formation is a reliable criterion 
for the differentiation of fungi and whether Ballagi '* and others were 
correct in declining to acknowledge new species that are microscopically 
identical with others. The microscopic differences of all members of 
the genus Favotrichophyton are perhaps debatable. 

Dodge identified as Favotrichophyton singulare also a_ fungus 
described by Baudet * as Favotrichophyton album (Trichophyton favi- 
forme album). This organism, too, showed the reversible transition 
from the cerebriform to the discoid type. 

We sent both our types of culture to Professor Carroll W. Dodge. 
to Professor Fred Weidman and to Professor Gino Pollacci in Pavia, 
Italy. Dodge suggested Favotrichophyton luxurians as a_ possible 
identification; Weidman thought of Trichophyton faviforme album. 
Pollacci, after three months’ study, agreed that the discoid type had to 
be identified as Favotrichophyton singulare. However, he felt that the 
cerebriform type was Grubyella alba (Favotrichophyton album). 

It is true that occasionally more than one species of dermatophyte 
is isolated from material from the same patient, but there is no reason 
to assume such circumstances in our case. Both types of growth were 
formed from inoculums from the same culture tube, and for several 
generations the cerebriform type was the only one observed. When the 


12. Dodge, C. W.: Medical Mycology, St. Louis, C. V. Mosby Company, 1935. 
13. Cazalbou, L.: Contribution a l’étude des Trichophytons a culture favi- 
forme, Rev. gén. de méd. vét. 24:1-11, 1914. 
14. Ballagi, in discussion on Szathmary, S.: Trichophyton faviforme citreum, 
Zentralbl. f. Haut- u. Geschlechtskr. 44:514, 1933. 
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discoid type appeared we wondered whether this was the pleomorphic 
form of the organism. Cazalbou, too, considered the flat type as the 
pleomorphic form and interpreted the reappearance of the cerebriform 
folds as a return to the typical form. 

The generally recognized postulates for pleomorphism were not ful- 
filled in our case. While there were some differences in the microscopic 
aspects of the two types, they were not fundamental, and chlamydo- 
spores were seen in the discoid type in goodly numbers. We might have 
to consider also the possibility of “faviform degeneration,” as described 
by Alexander.'® None of the criteria for this type of degeneration 
are applicable to Favotrichophyton singulare. We, therefore, conclude 
that we were dealing not with pleomorphism, but with polymorphism. 

We felt that the question of variation could be brought nearer to 
solution by single cell cultures. Yet we had to concede that our organ- 
ism was not amenable to this highly interesting type of study. Spores 
and hyphae were so firmly attached to each other that we were not able 
to separate them by means at our disposal in such a way that isolated 
spores could be obtained and used for inoculation. 

The microscopic features of parallel cultures in figure 1 make it 
hardly conceivable that the organisms in tubes a and b could be identical. 
Yet when the two types of growth in figure 3 are considered, the differ- 
ences are by far less remarkable than the first glance would suggest. It 
is true that one growth has a knoblike center and the other a vermiculate 
elevation in the middle, but the peripheral parts show the same radial 
furrows, which differ only in their number but not in their character. 

As we recognized early in our study the close relationship to Favo- 
trichophyton album, we asked several dermatomycologists to send us 
stock cultures of Favotrichophyton album and Favotrichophyton ochra- 
ceum. Even Dr. Weidman had no culture on hand. He stated that he 
had not seen the fungi for fifteen years and that the cultures he had seen 
had come from Sabouraud’s laboratory. Eventually we secured trans- 
plants from Dr. S. Milochevitch, of the Institut Central d’Hygiéne in 
Beograd, Yugoslavia. Our liver infusion-agar had proved useful to 
stimulate our organism to faster and more luxurious growth. The stock 
cultures of Favotrichophyton album and Favotrichophyton ochraceum 
also grew well on it without change in appearance. Nevertheless, we 
felt that these cultures should become acclimatized to our mediums 
before we drew any conclusions. Furthermore, for purposes of com- 
parison and identification only Sabouraud’s test agar should be used. 
After several transfers on these mediums we made parallel series of 
five cultures each of Favotrichophyton album, Favotrichophyton ochra- 
ceum and both types of our fungus on Sabouraud’s dextrose and maltose 


15. Alexander, A.: Ueber die faviforme Degeneration resp. Umwandlung 
unserer Dermatophyten, Dermat. Ztschr. 56:225-232 (July) 1929. 
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agar. We used Petri dishes filled about 7 mm. deep with the nutrient 
medium and kept them in the incubator at 30 C. 

Favotrichophyton ochraceum and the discoid type of our fungus never 
offered any diagnostic difficulties and can, therefore, be eliminated from 
our considerations. Giant colonies of Favotrichophyton album showed 
brownish waxy colonies with a barely perceptible aerial mycelium, 
Favotrichophyton singulare formed a rather solid mycelial membrane 
with a furrowed central elevation covered by a dense, well developed 
though short whitish velvet. These characteristics were in general 
preserved throughout the period of observation and in several series of 
cultures. However, some old colonies of Favotrichophyton album were 
by inspection alone indistinguishable from some cultures of our organ- 
ism. The only difference was that the central elevation of Favotricho- 
phyton album was soft and spongy, while that of our fungus remained 
solid. 

We do not feel that such trivial differences justify the establishment 
of two different species. Moreover, parallel hanging drop cultures of 
Favotrichophyton album, Favotrichophyton ochraceum and Favotricho- 
phyton singulare could not be differentiated from each other. We did 
not observe all the forms Baudet ascribed to Favotrichophyton album 
when grown on barley grains, but neither did such experienced mycolo- 
gists as Langeron and Milochevitch. Those authors expressed the belief 
that recently isolated cultures of faviform fungi are essential for the 
production of a greater variety of forms on their “natural mediums.” 
Our fungus had been grown on artificial mediums for about twenty 
months before we grew it on barley grains. On the other hand, the 
microscopic study of these cultures in situ caused us considerable diffi- 
culty and was done only with low power magnification. 

During the last two decades not only have numerous new species been 
established, but medical mycologists have learned a great deal—and that 
is at least as important and more difficult—about the great variability of 
pathogenic fungi in human beings. In the light of the experiences of 
Griitz,'® Weidman,'* Epstein '* and others, the earlier work of medical 
mycologists has to be reviewed and revised. Our own observations have 
demonstrated that Favotrichophyton singulare is only a variation of 
Favotrichophyton album and should consequently be designated as such, 
viz.: Favotrichophyton album var. singulare. 


16. Griitz, O.: Ueber Variabilitit pathogener Hautpilze, Centralbl. f. Bakt. 
(Abt. 1) 93:268-273 (Oct. 20) 1924. 

17. Weidman, F.: Morphologic Variations in Ringworm Species of the Toes, 
Followed in Primary Cultures Over a Period of Years, Arch. Dermat. & Syph. 
13:374-382 (March) 1926. 

18. Epstein, S.: Presentation of the Hypothesis That Trichophyton Inter- 
digitale Is a Degenerated Trichophyton Gypseum, J. Invest. Dermat. 1:141 
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EXPERIMENTAL INFECTIONS 


The immunologic reactions of laboratory animals to the dermato- 
phytes have been carefully studied; yet there are comparatively few 
descriptions of the histologic changes occurring in experimental 
fungous infections. Furthermore, infections with faviform fungi are, 
in general, of milder type than those produced by Achorion quinckeanum 
and Trichophyton gypseum, the organisms used in the classic studies 
of Bloch and others. We were interested, therefore, in determining 
the susceptibility of experimental animals to Trichophyton album var. 
singulare and concerned ourselves primarily with the histologic changes 
associated with infections caused by this organism. 

In our first group of experiments we made an attempt to infect 
guinea pigs by intracutaneous and subcutaneous injection of both forms 
of Favotrichophyton album var. singulare. As controls we similarly 
injected into other animals killed suspensions and an emulsion of sterile 


culture medium. 

The inoculums were made from three to four week old cultures on 
Sabouraud’s dextrose agar with liver extract. By sterile technic the 
fleshy mycelial membrane was removed, and all particles of agar were 
scraped from the under surface. The material was then suspended in 
sterile physiologic solution of sodium chloride, and one-half of each 
suspension was inactivated by heating to 65 C. for sixty minutes and 
formaldehydized. Both suspensions were repeatedly checked for sterility, 
contamination and prevailing type of spores and hyphae. The material 
for the agar controls was prepared by emulsifying sterile Sabouraud’s 
medium in physiologic solution of sodium chloride. The turbidity and 
color of the material were adjusted so that it corresponded to the test 


suspensions. 

Animals were prepared for inoculation by clipping the hair from 
areas on the flank of approximately 3 by 4 cm. The skin was cleansed 
with alcohol, and amounts of material varying from 0.1 to 1 cc. were 
injected intracutaneously or subcutaneously with a syringe. The reac- 
tions were noted periodically and tabulated. 

Fourteen animals were inoculated with suspensions of living Favo- 
trichophyton album var. singulare, cerebriform type, 4 with killed 
cerebriform type and 8 with living and 4 with killed discoid type. In all 
animals, whether inoculated with living or killed organisms, firm nodules 
developed at the site of inoculation varying from 5 to 20 mm. in diameter 
within from two to four days. These lesions increased in size (rarely 
exceeding 25 mm. in diameter), became fluctuant and pointed, ruptured 
spontaneously between the fourth and the twelfth day and exuded thick 


19. Bloch, B., in Jadassohn, J.: Handbuch der Haut- und Geschlechtskrank- 
heiten, Berlin, Julius Springer, 1928, vol. 11, pt. 1, pp. 316-321. 
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yellow or yellowish gray odorless pus. Ulceration occurred in several, 
and in some there was extension of the process downward in the deep 
tissues in the direction of the groin. In all cases the lesions remained 
well circumscribed. Typical lesions obtained in each group of animals 
were removed for gross and microscopic examination, and autopsies 
were performed on those animals which died during the course of the 
experiments. The ages of the lesions examined varied from three to 
thirty-one days and averaged fourteen days. In those animals which did 
not die or were not killed, healing and scar formation occurred within 
from two to four weeks. The size and intensity of the reaction varied 
only slightly in relation to the volume of the inoculum, and there were 
no significant differences in the lesions produced by the two types of 
living and killed organisms. 

As the skin usually does not become infected after the intracutaneous 
or subcutaneous injection of faviform fungi, Talice, Morelli and 
Calzada *° have suggested that the skin over the nodule be traumatized 
on the tenth day. The reactions in our series ran a more rapid course; 
so we seared the skin in several instances on the fourth day but were 
unable to produce involvement of the skin itself. 

Microscopically the lesions presented large areas of focal suppura- 
tion involving the subcutaneous tissue, muscle and deep connective 
tissue. Their centers were composed of cellular detritus and _poly- 
morphonuclear leukocytes, and their margins were infiltrated by poly- 
morphonuclear leukocytes, fibroblasts and large and small mononuclear 
cells. The surrounding tissues were mildly edematous and hyperemic 
and occasionally showed extravasation of blood. All lesions were well 
circumscribed, although the amount of perifocal proliferation of con- 
nective tissue varied directly with the age of the lesion. In several cases 
the deep lesions communicated with the surface by means of slender 
sinuses, which were likewise bordered by granulation tissue. In 1 case 
there was extensive destruction of the skin and the formation of a broad 
ulcer. The unbroken skin overlying the other lesions was the seat of 
mild edema and was infiltrated by few polymorphonuclear leukocytes 
and lymphocytes. The epithelium covering the surface and lining the 
follicles showed varying degrees of hyperplasia. This change was most 
marked in the lesions under ten days old and was particularly evident 
about the mouths of the sinuses. It was in no way related to the char- 
acter of the inoculum. No fungi were seen in sections stained as a 
routine with hematoxylin and eosin or in special preparations—i. e., the 
picture was that simply of abscess. 


20. Talice, R. V.; Morelli, J. E., and Calzada, V.: Nouvelle technique pour 
l'inoculation des Trichophyton faviformes au cobaye, Compt. rend. Soc. de biol. 
108 :903-904 (Dec. 4) 1931. 


1 


PARASITICA 709 


GAMMEL-WORK—SYCOSIS 


Some of the animals died of intercurrent diseases which we felt were 
not related to the experimental lesions. Cultures of the cardiac blood 
of animals killed during the study remained sterile, and cultures of the 
abscesses were negative or yielded a growth of mixed pyogenic bacteria. 

The fact that there were no significant differences between the lesions 
produced by living fungi and those obtained in response to the injection 
of killed organisms, as well as the character of the lesions themselves 
and our failure to demonstrate mycelial elements, indicated to us that 
we were dealing with foreign body or toxic inflammation rather than 
with true fungous infection. 

Six animals were inoculated with a suspension of sterile Sabouraud’s 
medium. Small indurated nodules varying from 2 to 4 mm. in diameter 
appeared on the first or second day but gradually disappeared without 
suppuration. 

Ina second group of experiments we attempted to infect guinea pigs 
by contact inoculation of previously abraded skin. At first we clipped 
the scalps of 5 animals, cleansed the areas with alcohol and abraded the 
skin with sterile sandpaper over an area approximately 1 cm. in diameter, 
Small pellets of living culture were placed in the centers of these abra- 
sions, and with the point of a scalpel scratches were made through the 
material until there was slight oozing of blood from the underlying skin. 
The areas were then covered with squares of flamed zinc oxide adhesive 
plaster to insure prolonged contact of the inoculum with the injured skin. 
The adhesive plaster was removed at the end of two days, and the 
changes in the character of the lesions were recorded periodically. 
Additional animals were inoculated in much the same way, except that 
instead of being scratched through the material, the culture was rubbed 
into the skin with sterile sandpaper. A total of 9 animals were inoculated 
with Favotrichophyton album var. singulare, cerebriform type, 8 with 
the discoid type of the fungus and 4 with stock cultures of Favotricho- 
phyton album. 

In order to determine the extent of the reaction to the trauma alone 
we clipped, cleansed and abraded the scalps of 4 animals. As in the test 
groups, the areas were then covered with adhesive plaster for two days. 
During the first week these animals presented healing abrasions covered 
by few tiny crusts and thin, loosely adherent white scales. During the 
second week the crusts disappeared, the lesions decreased in size and 
scaling gradually ceased. By the end of the third week the areas were 
completely covered by slightly bald smooth pink skin. 

This type of reaction occurred in 6 of the animals inoculated with 
the cerebriform type fungus, in 3 with the discoid type and in 3 with 
Favotrichophyton album and was regarded as an absence of take or 
a negative reaction. We were consistently unable to demonstrate the 
organisms in the scales from these animals and failed to obtain them 
by culture. 
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In 2, 1 and 1 of the animals inoculated with the cerebriform and jhe 
discoid type and Favotrichophyton album, respectively, scaling persisted 
throughout the second and into the third week, with complete healing in 
the third or fourth week. Examination of scales from these animals did 
not show consistently positive results, and culture was completely nega- 
tive. This type of reaction was regarded as a doubtful take. 


Unquestionable takes were obtained in 1 animal inoculated with 
Favotrichophyton album var. singulare, cerebriform type, and jn 4 
inoculated with the discoid form. During the first week the changes 
were essentially similar to those of the control animals and those with 
absent and doubtful takes. During the second week, however, the 
lesions actually increased in size, and there was piling up of thick white 
or silvery gray scales and, in some instances, the formation of small 


Fig. 7—Mild experimental infection in guinea pig; scaly lesion during third 
week. 


new crusts. Removal of the crusts was difficult and apparently painful 
to the animals and exposed tiny erosions covered by serous and sero- 
purulent exudate. Scales and crusts persisted throughout the period of 
the experiments (in 1 case for thirty-six days), and there was no 
tendency to healing. On microscopic examination the scales were found 
to contain short, segmented hyphae corresponding in size and shape to 
those of the inoculum. Spores were infrequent and were seen only 
about the roots of the hairs. Scales removed from 1 animal twenty- 
nine days after inoculation with the discoid form yielded a_ positive 
culture of the same type. Most of the cultures, however, were dis- 
appointing, as they were frequently contaminated—an experience shared 
by many other investigators. Therefore, the interesting question 
whether the cerebriform and the discoid type of growth are preserved 
after animal passage was not satisfactorily answered. 
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\vain representative lesions produced in each group were removed 
during the height of the in‘ection, and the animals which died, whether 
their reactions were positive or negative, were subjected to autopsy. The 
sections prepared from this material were compared with those obtained 
from the control animals. The latter showed a decrease in the number 
of hair follicles, slight thickening of the epidermis and questionable 
hyperkeratosis. Few lymphocytes were scattered diffusely throughout 
the corium. In contrast to these changes, all the lesions which had been 
regarded as unquestionable takes in the test animals showed moderate to 
severe epithelial hyperplasia, with varying grades of hyperkeratosis, 
hypergranulosis and acanthosis. Some of the lesions showed moderate 
parakeratosis, and in some intraepithelial vesicles were formed. As in 
the control group, there was a decrease in the number of follicles, but 
those which remained were lined by hyperplastic epithelium, and the 
associated sebaceous glands were hypertropic. The corium was thick- 
ened, slightly edematous and infiltrated by moderate numbers of lympho- 
cytes and large mononuclear cells, few polymorphonuclear leukocytes 
and in some instances fibroblasts and occasional plasma cells. Few 
collections of extravasated erythrocytes were present in some of the 
lesions. Although the organisms were present in the scales removed 
irom all the lesions examined prior to excision and fixation, no fungi 
were seen in the sections stained with hematoxylin and eosin, and we 
failed to demonstrate them in special preparations, which included 
toluidine blue (Martiotti formula), iron hematoxylin, Gram’s stains, 
pyronine and methyl green (Unna Jr., 1929) and Pianese’s III b 
solution. 

Sections from those animals on which we failed to obtain an unques- 
tionable take presented microscopic pictures essentially similar to those 
of the control animals. 

Our present knowledge concerning the histologic changes in experi- 
mental infections with the dermatophytes is due largely to the work of 
Hanawa, Saeves, Pecori and others.*!| The reactions to Trichophyton 
gypseum and Achorion quinckeanum, produced by them in guinea pigs, 
in many respects similar to those obtained by us to Trichophyton album 
var. singulare, ran a more rapid course than our infections and showed 
consistent healing. Instead of the gradual day to day changes noted by 
us, Hanawa observed three distinct phases in the reaction of guinea pigs 
to Trichophyton gypseum. During the period of incubation, which lasted 
for approximately ten days, there was slight but progressive inflamma- 
tion of the papillary bodies, with gradual extension to the epidermis. 
On the eleventh day he observed an abrupt change characterized by 
sudden acute inflammation of both the epidermis and the corium, with 


21. Hanawa, Saeves, Pecori and others, cited by Bloch.19 
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exudation of polymorphonuclear leukocytes into the follicles, destruction 
of the epithelium and accumulation of cellular detritus and coagulated 
blood on the surface. Fungi were numerous in these crusts during the 
height of the infection, but as they separated and healing began, the 
organisms could no longer be found. After the thirteenth or fourteenth 
day all that remained was a slight increase in the number of fixed con- 
nective tissue cells in the corium. 

Repeated attempts to infect white mice and rats with Favotricho- 
phyton album var. singulare, Favotrichophyton album, Favotrichophyton 
ochraceum and stock cultures of Achorion Schoenleini were unsuccessful. 

Results of inoculation with both types of Favotrichophyton album 
var. singulare on the forearm of one of us were inconclusive. The skin 
was scarified with a needle, and a large piece of culture material was 
rubbed into the skin and held in place for two days with cellophane and 
elastoplast. A slight seropurulent exudate was present on the surface 
for about forty-eight hours, and there was considerable itching for 
several days. By the end of one week the lesions were completely 
healed. 

SUMMARY 


Favotrichophyton singulare Cazalbou is a variant of Favotricho- 
phyton album Baudet (Trichophyton faviforme album Sabouraud). 

The first case of sycosis parasitica due to Favotrichophyton album 
var. singulare in the United States is described. The infection was 


probably acquired from “scabby sheep.” 

Liver infusion added to Sabouraud’s test mediums proved valuable 
in producing more luxuriant colonies. 

For the establishment of characteristics of a dermatophyte it is 
necessary to study at least ten generations and a total of one hundred 
cultures. Ten hanging drop cultures or more should be observed for 
six months or longer. 

Favotrichophyton album var. singulare is pathogenic for guinea pigs, 
and unquestionable infections were produced by contact inoculation of 
abraded skin with both types of the organism in approximately one 
fourth of the animals inoculated. 

The experimental infections were characterized by mild, progressive 
inflammation of the epidermis and corium, with the formation of scales 
and small crusts, and they showed no tendency to healing within four 
or five weeks. 

Subcutaneous injection of either living or killed organisms is 
followed by acute suppurative inflammation. 


SUSCEPTIBILITY OF ALLERGIC AND NONALLERGIC 
PERSONS TO RHUS TOXICODENDRON 


FRANK C. KNOWLES, M.D. 
DECKER, M.D. 


HENRY B. 


ARTHUR G. PRATT, 
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J. ALEXANDER CLARKE Jr. M.D. 
PHILADELPHIA 
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In reviewing the literature of poison ivy dermatitis one observes 
contradictory trends of opinion on various phases of the subject. The 
nature of the process is in question. Is it merely a contact dermatitis or 
4 manifestation of allergy? Vaughan ' expressed the thought that poison 
ivy dermatitis is probably not allergic. Coca and Grove,? using the 
Prausnitz-Kiistner test, failed to demonstrate sensitizing bodies in the 
blood of persons sensitive to poison ivy. Rostenberg and Sulzberger * 
stated that the result of a patch test is much more liable to be positive 
in contact dermatitis than in the atopic variety. Spain and Cooke * 
concluded that sensitization is transmitted from the original focus to 
other parts of the skin and mucous membranes by the blood and lymph. 
Recently Straus and Coca,® after experimentation on rhesus monkeys 
decided that sensitization develops only in connected skin by continuity, 
and hence, that sensitization proceeded through substances in the skin, 
possibly oils, rather than through the blood and lymph. 

Heredity probably plays no part in susceptibility to poison ivy. 
McNair ® concluded that high susceptibility seems to exist in certain 


Read at the Sixty-First Annual Meeting of the American Dermatological 
Association, Inc., Del Monte, Calif., June 10, 1938. 
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families and that resistance to poison ivy may follow Mendel’s lay 
and possibly be a dominant characteristic. Straus * found that patch tests 
gave negative results in all of 119 newborn infants but that after an 
interval of from two to four weeks the procedure brought out positive 
reactions in over 72 per cent of 48 babies retested. 

Rowe * and Ratner * found that a history of allergy is equally fre- 
quent among normal and allergic persons. Coca’ stated that the 
incidence of sensitivity to poison ivy increases greatly from childhood 
to adulthood and reaches a high percentage, probably around 90 per 
cent, in the latter period. Simon and associates ** found that guinea 
pigs can be sensitized by cutaneous application of a 10 per cent extract of 
ivy leaves in petrolatum or by the use of a strong extract. No cutaneous 
sensitization followed intraperitoneal or intravenous injection. These 
authors also found that with the sensitization of one area all the skin 
is sensitized, and they expressed the belief that their experiments sup- 
ported the theory that sensitivity to poison ivy in man is acquired by 
virtue of previous contact with the plant. Straus * sensitized rhesus 
monkeys with poison ivy. He found that these sensitized animals reacted 
also to poison oak and that the sensitivity lasted for about eight months. 
Simon '* and Kile and Peffle '* found that vitamin C deficiency inhibits 
the development of sensitivity to poison ivy in guinea pigs. Attempts 
to sensitize rats, rabbits and cats were unsuccessful. Krause and Weid- 
man,?® Brown,'® Field and Sulzberger,’’ Spain,’* Straus,’® Spain and 
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2° and Engman and associates *’ have studied the sensitivity of 


associates 


human beings to poison ivy. These studies indicated that the subject 
must come in contact with the irritant before sensitization occurs; that 
out ten days must elapse before its development, and that sensitization 


ab 
probably occurs only through the skin. 

In view of the writings of certain of the foregoing authors which 
tend to show that rhus dermatitis is the result of acquired hypersensitivity 

an expression of allergy—we have investigated the relation between 
sensitivity to poison ivy as determined by patch tests and the family 
and personal history of allergy of approximately 200 young male medi- 
cal students. 

The technic of patch testing is taught to senior students in the 
course of instruction in the dermatologic dispensary. Personal famil- 
iarity with the method is derived from its application to one another by 
the 12 members of each section. For each group the tests were made 
practically simultaneously. During the college year 1936-1937, 104 
students were tested and during 1937-1938, 119, making a total of 223 
persons. During the first period but two preparations were employed. 
One was a filtered alcoholic extract of 5 per cent strength, the filtrate 
being used, and the other, an aqueous extract of the same strength and 
made in the same fashion save for the substitution of distilled water 
containing 0.1 per cent sodium benzoate for 95 per cent alcohol. With 
both preparations the leaves were macerated for a week before filtration. 
Each member of the second group (1937-1938) received three tests: 
with a piece of dried poison ivy leaf 0.5 cm. square and with two dilu- 
tions (1:10 and 1: 100) of an alcoholic extract. This extract was 
supplied to us by Dr. W. C. Spain. It was made by extracting 10 Gm. 
of dried fallen leaf in 100 ce. of absolute alcohol. Our tests were made 
with 0.05 cc. of approximately 1 per cent and 0.1 per cent extracts 
of the dried leaf, the approximation being due to the fact that 100 cc. of 
alcohol does not weigh 100 Gm. Materials and dressings were allowed 
to remain in place for forty-eight hours unless subjective symptoms of 
reaction occurred before that time had elapsed. Contact tests were 
applied and read under the supervision of the same person (1937, 
H. B. D.; 1938, A. G. P.). 


17. Field, H., and Sulzberger, M. B.: Experiments in Poison Ivy Sensitivity, 
| Allergy 7:139 (Jan.) 1936. 

18. Spain, W. C.: Studies in Specific Hypersensitiveness: | Dermatitis 
Venenata, J. Immunol. 7:179 (March) 1922. 

19. Straus, H. W.: Experimental Study of the Etiology of Dermatitis 
Venenata, J. Allergy 5:568 (Sept.) 1934. 

20. Spain, W. C.; Newell, J. M., and Meeker, M.: Percentage of Persons 
Susceptible to Poison Ivy and Poison Oak, J. Allergy 5:571 (Sept.) 1934. 

21. Engman, M. F., Jr.; Moore, M., and Kile, R. L.: Contact Dermatitis, 
South. M. J. 28:442 (May) 1935. 
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The history of allergy was sought by each student for himself anq 
for his family. The diseases included as evidences of allergy were 
asthma, hay fever and vasomotor rhinitis, urticaria, eczema, migraine 
and suggestive gastrointestinal upsets. Objection may be raised to the 
inclusion of migraine, as it is not universally considered an allergic 
condition. 


Of the 104 persons tested in 1937, 42 were found to be reactors 
and 62 nonreactors. We feel that the increase in the proportion oj 
reactions in the second year was due to the increase in potency of the 
test material. This is in accord with the experience of Spain and 
associates.*? Of the 42 reactors in 1937, only 1 reacted to the aqueous 
extract, which was considered of little significance and omitted as test 


TasLe 1.—Number of Students Tested and Reactions to Various Antigens 


Reactors Nonreactors 


42 (40%) 62 (60%) 
Aleohol (95%) extract 5% 42 (40%) 
59 (49%) 
Poison ivy leaf 58 (48%) 
Absolute alcohol extract 1%* 47 (39%) t 
Absolute alcohol extract 0.1%* 8 (6%) 


* Furnished by Dr. W. C. Spain. 
+ One subject reacted to the 1 per cent solution but not to the leaf or the 0.1 per cent 
solution. This we cannot explain. No retesting was done, for fear of further sensitization, 


material the following year. Of the 59 reactors in 1938, 8 reacted to 
the 0.1 per cent solution. The time of reaction in these varied from 
twenty-one to two hundred and twenty-eight hours. The low number 
of reactors with the weaker extracts bears out the findings of Spain 
and co-workers *° and is in agreement with the Weber-Fechner law ~* 
that the sensation (reaction) varies as the logarithm of the stimulus 
(irritant). 

One person reacted to the 1 per cent solution but not to the leaf or 
the 0.1 per cent solution. This is inexplicable. Retesting was not 
attempted for fear of causing further sensitization in the already 
tested student. 

The percentage of reactors was less than that reported by Spain” 
and by Straus.’ In explanation we suggest that the leaves used by us 
may have contained a smaller quantity of the irritant antigen. Another 
factor involved was the habitat of the test subjects. Our subjects were 


22. Howell, W. H.: A Textbook of Physiology for Medical Students and 
Physicians, ed. 10, Philadelphia, W. B. Saunders Company, 1929, p. 279. 
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fron rather widely scattered parts of the United States. The contrasting 
figures by the authors referred to were taken from groups apparently 
rather sharply localized in habitation. The time of reaction with the 
antigens varied considerably, extending between ten and one 
and forty-four hours. The reaction time was, with but 4 excep- 
tions, of shorter duration with the leaf than with the 1 per cent solution. 
Twelve persons in 1938 reacted to the leaf and not to the extracts. Of 
the 223 persons interviewed, 76 gave a history of previous attacks of 
poison Ivy dermatitis. Incidentally, several reported that attacks were 
becoming less severe than those experienced in childhood. Twelve of 
these did not react to the tests; the reactions of the other 64 were 


stronger 


hundred 


TABLE 2.—Reaction Time in Hours 


\leohol extract 5%*....... 


Aqueous @Xtract.......eeee 0 0 0 1 0 0 0 0 0 0 

Loaf....cscccccsevcccveoces 1 10 8 18 7 9 0 2 0 1 9 
Alcohol extract 1%.......- 2 18 4 5 2 0 1 1 1 
\leohol extract 0.1%...... 1 0 0 1 1 1 0 1 0 3 1 


* No time indicated for 7 reactors in this group. 


Taste 3—Number of Persons Who Had Been Exposed to Poison Ivy and 
Those Who Had Previously Had Attacks of Poison Ivy Dermatitis 


Poison Ivy Dermatitis Exposure to Poison Ivy 
Number Number Not Number Number Not 
Affected Affected Exposed Exposed 


64 37 90 11 
12 110 92 30 


found positive. This tends to bear out the statement that previous 
contact is necessary for sensitization. 

It was felt that the type of person compiling the personal and family 
history of allergy in this study was capable of a more searching and 
intelligent insight than the average patient. The medical training of 
the subjects and their interest in the study placed their allergic investi- 
gation on a high plane. Consequently we accepted their studies as 
accurate. Fifty-six of the 101 reactors had a family history of allergy, 
and 45 reported no such history. Of the 122 nonreactors, 64 had a 
history of allergy in the family and 58 none. It would seem from these 
figures that a family history of allergy has no special significance. In the 
same fashion, personal allergic manifestations were inquired into. Among 
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the nonreactors there were 44 with and 78 without a history of sych 
symptoms ; among the reactors there were 37 with such a history and 64 
with none. 

It is interesting to note that the percentage of reactors (48 per cent) 
was greatest to the dried leaf, then in order to the 5 per cent alcoho! 
extract (40 per cent), the 1 per cent solution (39 per cent), the 0, 
per cent solution (6 per cent) and the 5 per cent aqueous solution 
(only 1 reactor). 

It is probable that the prime factors involved are the concentration of 
the irritant and the susceptibility of the subject. 


TasLe 4.—Family and Personal History of Allergy in Reactors and Nonreactors 


Reactors Nonreactors 
Family history with 35 39 
no personal history (34.7%) (32.0%) 
| 56 | 64 
{ (55.4%) (52.5%) 
Family history and 21 72 25 82 
personal history (20.7%) (71.2%) (20.5%) { (68.0%) 
| “| 
(36.5%)) (36.0%) | 
Personal history with 16 19 
no family history (15.8%) (15.5%) 
No family history or 29 89 
personal history (28.8%) (32.0%) 


101 122 


TaBLeE 5.—Percentage of Students Reacting to Various Concentrations 


Percentage 


SUMMARY 


As may be seen from the accompanying tables, there were no sig- 
nificant differences in the incidence of a personal or a family history 
of allergy between those who reacted positively and those those who 
did not. This agrees with the findings of Rowe,* Vaughan,’ Ratner ° 
and others. As might be expected, the persons who did not react to the 
patch test were in most instances those who had been exposed to 
Rhus toxicodendron but had never had the dermatitis. 

In no case did the eruption produced by a patch test spread beyond 
the test site, a finding which confirmed the experience of Krause and 
Weidman.’® The reaction to the patches was roughly in proportion 
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to the strength of the material applied ; thus, the leaf caused the quickest 
response and the most vesiculation, the 1 per cent solution next, and the 
0.1 per cent solution the most delayed and also the weakest reaction. 
This agrees with the observation of Field and Sulzberger’ and of 


Spain and co-workers.”° | 
The percentage of reactors to the patch test (49.6 per cent in 1938 
and 40.4 per cent in 1937) was definitely less than that reported by 
Spain "* (65 per cent), by Deibert and associates ** (58.8 per cent) 
and by Straus* (75.6 per cent) and is explained by the assumption 
that our extracts and natural leaf were not as strong as the materials 
employed by the other investigators who used undiluted extracts. 


23. Deibert, O.; Menger, E. F., and Wigglesworth, A. M., cited by Blank, J. M., 
and Coca, A. F.: Study of the Prophylactic Action of Extract of Poison Ivy in 
Control of Rhus Dermatitis, J. Allergy 7:552 (Sept.) 1936. 
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Clinical Notes 


DERMATITIS CAUSED BY MEXICAN RUBBER PLANT 
Lestre M. Situ, M.D., anp RaymMonp P. HucGues, M.D., Et Paso, Texas 


So far as we have been able to ascertain, the Mexican rubber plant, or guayule, 
has not been reported as a cause of contact dermatitis. We shall describe a case 
of dermatitis due to contact with that shrub in a person whose skin showed 
marked hypersensitivity to it. 
REPORT OF A CASE 

U. S., a middle-aged sculptor, presented an acute erythematovesicular dermatitis 
of the face, neck, forearms and hands of ten days’ duration. It was of sufficient 
severity to require hospitalization. The patient was employed in the construction 
of some statuary on the top of a mountain and had been in contact with several 
varieties of plants growing there. He suspected these plants to be the cause of 
his dermatitis. 

Patch tests were performed with the plaster which he was using, creosote 
bush and several other unidentified plants with which he had come in contact. 
All tests gave negative results except one with a plant with grayish green leaves. 
These leaves caused a severe edematous and vesicular reaction at various sites on 
the patient’s uninvolved skin. Similar tests of several normal persons failed to 
elicit any reaction. The patient made a rapid recovery when wet dressings of 
dilute solution of aluminum acetate were applied. 

The plant was sent to Dr. Anton Birkman, of the department of biology of 
the Texas College of Mines and Metallurgy, who identified it as Parthenium argen- 
tatum (family Compositae), commonly known as the guayule, or Mexican rubber 
plant. This shrub grows wild along the Mexican border of Texas and for some 
distance into Mexico. It has been used to some extent in the commercial pro- 
duction of rubber by various mechanical and chemical processes. The rubber 
extracted is known as guayule rubber. 


931 First National Bank Building. 


Correspondence 


SQUAMOUS CELL EPITHELIOMA IN PSORIATIC 
PATCHES 

To the Editor:—In response to inquiries regarding my report, “Squamous Cell 
Epithelioma in Psoriatic Patches” (Arcu. Dermat. & Sypu. 38:241 [Aug.] 1938), 
I wish to add that the patient never ingested any arsenic and never received any 
treatment. Whereas the clinical picture simulated that of superficial epithelioma- 
tosis or arsenical epithelioma, this probably was because the psoriatic patches and 
cells were undergoing malignant change, the patient having had definite psoriasis 


for eighteen years. Herman Cuaracue, M.D., Brooklyn. 


Abstracts from Current Literature 


Dr. HERBERT RATTNER 


EDITED BY 


Tur OF THE DEVELOPMENTAL PHysIoLoGy oF MALIGNANT TuMoRs. 
Apsot FrscHer, Am. J. Cancer 31:1 (Sept.) 1937. 


On the basis of experimentation with autologous grafts of normal tissue in 
mice, the author advances the theory that malignant tumor cells are a ubiquitous 
variety of normal tissue cells. These cells are present in all tissues and in all 
persons and possess or acquire an unlimited ability to grow and to multiply. 
Proliferation of tissue cells is enhanced by old age, infectious disease, viruses 
and chronic inflammation and creates an environment favorable for the multi- 
plication of the single cells with malignant properties. 


Tue Stupy oF Fata CASES OF CANCER OF THE SCROTUM FROM 1911 To 1935 IN 
RELATION TO OCCUPATION, WITH SPECIAL REFERENCE TO CHIMNEY SWEEPING 
AND Cotton MuLeE Sprnninc. S. A. HENry, Am. J. Cancer 31:28 (Sept.) 
1937. 

The author investigated 1,487 cases of fatal scrotal cancer recorded for England 
and Wales between 1911 and 1935 and presents a statistical study of such cancer 
in chimney sweeps and mule spinners. For the former group the carcinogenic 
agents were soot, pitch and coal tar, and for the latter, animal and mineral oils. 
Attention is directed to the influence on such studies of an unusually long latent 
period in the production of malignant growths of this type, to changes of occu- 
pation before such cancers have fully developed and to the advanced age reached 
in most cases before death because of the long developmental period. 


FurRTHER OBSERVATIONS ON THE MACRONUCLEOLUS OF CANCER. W. C., 

MacCarty, Am. J. Cancer 31:104 (Sept.) 1937. 

The author reports confirmation of his observation that the nucleoli of cancer 
nuclei are always larger than the nucleoli in other tissues and that determination 
of the ratio of the size of the nucleolus to that of the nucleus is of diagnostic 
value. He reports the observation of bodies within the large nucleoli and the 
finding (by George Wyeth) of an active motile body in fresh unfixed cancer 
tissues on dark field examination. Foerster, Milwaukee. 


SYPHILIS OF THE INTERVENTRICULAR SEPTUM AND VENTRICULAR TACHYCARDIA. 
P. Cossto, D. Vivott and H. Caut, Am. J. M. Sc. 194:369 (Sept.) 1937. 
Myocardial syphilis is uncommon. The authors describe a case in which 

ventricular tachycardia resulted from syphilis of the interventricular septum. At 

autopsy they observed a sclerogummatous lesion and typical endocoronaritis. 

Spirochetes were found in the lesion. 


Catctum Ion CONCENTRATION OF SERUM IN ALLERGIC Diseases. W. B. SHER- 
MAN and M. Griippen, Am. J. M. Sc. 194:674 (Nov.) 1937. 


Because of the general belief that calcium may be a factor in allergy, Sherman 
and Glidden investigated the total calcium and the ionized calcium content of the 
serum in a series of 53 allergic patients. In the entire group, as well as among 5 
patients with urticaria and 4 with eczema, there was no significant variation 
irom normal in the value for calcium. 
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CAUSATIVE Factors IN Propuction oF LAENNEC’S CIRRHOSIS WITH SPEctAl 
REFERENCE TO SypHiLis. G. A. SCHUMACHER, Am. J. M. Sc. 194:693 (Nov.) 
1937. 


Excluding cases of syphilitic cirrhosis (hepar Icbatum) from consideration 
Schumacher studied 45 cases of diffuse cirrhosis and found presumptive evidenc. 
of syphilis in 29 per cent. (The incidence of syphilis in a series of control syb. 
jects without cirrhosis was 4.4 per cent.) The incidence of diffuse cirrhosis was 
studied at autopsy in 24 consecutive cases of syphilis; this type of damage to the 
liver was present in 12.5 per cent. 

The author concludes that syphilis of long duration in association with 
alcoholism, and perhaps alone, may cause diffuse cirrhosis of the liver. 


OF XANTHOMA DrapeticoruM Associated witH DrApeTes MELLITUS np 
AcroMEcALy. J. A. BucHANAN and J. C. InpEticato, Am. J. M. Sc. 195:50 
(Jan.) 1938. 


A case of xanthoma diabeticorum associated with diabetes mellitus and acro- 
megaly is reported by the authors. This association has been reported in 3 
previous instances. The lipoidal changes in the skin and the excess lipoids in 
the blood could be eliminated by frequent moderately large doses of insulin, 


Lyncu, St. Paul. 


MepicaL SHOCK FOLLOWING INTRAVENOUS THERAPY WITH NEOARSPHENAMINE. 
T. Wernserc, Am. J. Syph., Gonor. & Ven. Dis. 21:376 (July) 1937. 


Shock following the intravenous injection of arsphenamine is rare, only | 
instance of such a reaction having previously been described in the literature. 
The reaction is characterized by weakness, cyanosis, cold skin, nausea and vomit- 
ing, collapse and syncope; the pulse is weak, rapid and thready, and the blood 
pressure is lowered to an alarming level. There are rapid dehydration, a dimin- 
ished volume of blood, an increase in hemoglobin and in the erythrocyte count, 
increasing nitrogen in the blood and sometimes anuria. It is not relieved by 
epinephrine, in contrast to the nitritoid crisis. The patient may remain in shock 
for several hours or several days. Three cases are described by the author. 


Stupies IN CARDIOVASCULAR SypHiILis: III. THe Errect or OCCUPATION UPON 
THE INCIDENCE AND Type OF Sypuititic Aortitis. K. D. Cocuems and 
J. E. Kemp, Am. J. Syph., Gonor. & Ven. Dis. 21:408 (July) 1937. 


An analysis was made of 749 subjects with all stages of syphilitic infection, 
according to the physical strain consequent to their occupation and the incidence 
of syphilitic aortitis. The incidence of syphilitic aortitis in those subjects doing 
moderate to heavy work was 14.4 per cent, as compared with 8.7 per cent in those 
who followed sedentary occupations. Aneurysm occurred four times more fre- 
quently among subjects whose work demanded some degree of physical labor 
(6 per cent) than among those whose occupations were sedentary (1.4 per cent). 


Divivep Doses or TypHorp H ANTIGEN VACCINE IN THE TREATMENT OF NEURO- 
sypHitis. G. V. Kutcuar and L. E. Anperson, Am. J. Syph., Gonor. & 
Ven. Dis. 21:413 (July) 1937. 


The administration of divided doses of typhoid flagellar (H) antigen has proved 
a safe, satisfactory method of fever therapy in the authors’ experience. After a 
preliminary intravenous injection of from 40,000,000 to 50,000,000 organisms, doses 
were divided into two portions, the second injection of the slightly lower dose 
being given as soon as the temperature started to rise from the effects of the 
first injection. Fever was induced daily by this method, the total dose being 
increased each day, usually ranging from 100,000,000 to 600,000,000 per daily dose. 
Temperatures varying from 104 to 106 F. and maintained for from one to one 
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and one-half hours could be induced by this method. A total of from ten to 
eighteen days of therapy was given, a day of rest usually being given after each 
six days of fever. 

The symptomatic and serologic improvement obtained by this method in neuro- 
syphilis compares favorably with results obtained by other forms of fever therapy. 


EXPERIMENTAL TREATMENT OF Early SYPHILIS WItH ARTIFICIAL FEVER CoM- 
ive With CHEMOTHERAPY. W. M. Simpson and H. W: KENDALL, Am. J. 

Syph., Gonor. & Ven. Dis. 21:526 (Sept.) 1937. 

The results of experimental treatment of early syphilis with artificial fever 
combined with chemotherapy in 34 cases appear to indicate that artificial fever 
intensifies the curative acticn of chemotherapeutic agents. Evidence is presented 
to indicate that the time required for adequate treatment in most cases of early 
syphilis can be greatly reduced and that smaller doses of chemical therapy admin- 
istered over a shorter period exert an equal or greater curative action when com- 
hined with fever therapy than larger quantities of chemotherapy alone over longer 


The Kahn quantitative serologic procedure appears to provide a sensitive and 
reliable guide to therapeutic response. 


GraNULOMA INGUINALE—A_ PRELIMINARY Report OF CERTAIN MICROSCOPIC 
Onservations. D. C. A. Butts, Am. J. Syph., Gonor. & Ven. Dis. 21:544 
(Sept.) 1937. 

The author consistently observed in 8 cases of granuloma inguinale two dis- 
tinct and characteristic organisms, one a spirochete and the cther a short, stout, 
motile rod. He offers the premise that these two organisms, either singly or in 
symbiosis, are associated with the etiology of the disease and suggests the idea 
that granuloma inguinale is not a venereal disease in the true sense of the werd, 
because in all male patients studied the primary site of the lesion was in the 
inguinal area. Because all the patients studied gave a history of infestation 
with pubic lice prior to the onset of any manifestation of the disease, the author 
suggests the possibility that an arthropod vector (Phthirius pubis) is responsible 
for the spread of granuloma inguinale. Reuter, Milwaukee. 


CLASSIFICATION AND TERMINOLOGY OF LEUKEMIA AND ALLIED DISORDERS. CLAUDE 


FE. ForKNer, Arch. Int. Med. 60:582 (Oct.) 1937. 


Forkner classifies leukemia acccrding to whether it is acute or chronic, 
leukemic or subleukemic (aleukemic). He finds no reason for using other terms 
(lymphoid and lymphatic) when lymphogenous is meant. The term myelogenous 
leukemia should not be used for the more specific designation neutrophilocytic 
leukemia. 

The author regards monocytic leukemia as a distinct disease and points out 
the confusion resulting from the lack of exact knowledge as to the crigin of 
the monocyte. He does not accept the term reticuloendotheliosis and believes 
that for most conditions so designated a more specific diagnosis can be made. 

The less common forms of leukemia are discussed and classified. In addition 
to the usual form ef classification, Forkner presents one based on the nomen- 
clature for neoplasms. 


DERMATOLOGIC MANIFESTATIONS OF LYMPHOBLASTOMA-LEUKEMIA Group. E. 
Epstern and K. MacEacuern, Arch. Int. Med. 60:867 (Nov.) 1937. 


Four hundred and forty-five cases of disease of the lymphoblastoma-leukemia 
group were reviewed from a dermatologic standpoint. The authors point out 
that the specificity of lesions associated with these diseases may be determined 
either by clinical or by histologic features and that either type of change may 
be misleading in certain cases. 
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In 10 per cent of the entire series there were specific lesions, the frequeney 
ranging from 5 to 14 per cent in cases of myeloid leukemia, lymphogranulomatos). 
lymphatic leukemia and lymphosarcoma in ascending order. Nodular eruption, 
accounted for nearly 60 per cent of all the specific eruptions. Erythroderma wa. 
present in two thirds of the cases of Hodgkin’s disease in which any specific 
involvement was observed. Nonspecific eruptions were observed in 35 per cent 
of the entire group, being somewhat more common among patientS with leukemia. 
As has been recorded by other observers, pruritus and hyperpigmentation are 
more suggestive of Hodgkin’s disease than of any other condition considered, 
while the hemorrhagic tendency is more characteristic of leukemia. 

Norte.—In this series of cases the unusually low frequency of leukemia, espe- 
cially of the lymphatic type, and the high frequency of Hodgkin's disease and 
of lymphosarcoma raise some questicn as to the validity of the entire statistical 
study. They at least deserve some explanation. 


EXCRETION OF ANDROGENIC AND ESTROGENIC SUBSTANCES IN URINE OF CHILbrEN, 
R. I. Dorrman, W. W. Grevuticnu and C, I. Sotomon, Endocrinology 21; 
741 (Nov.) 1937. 


The authors estimated the androgenic activity of the urine of 18 boys and 
5 girls from 7 to 16 years of age, finding scme activity in all instances (1.1 to 
32 international units per twenty-four hours). The estrogenic activity ranged 
from 5 to 95 international units for the same period. Because of the wide varia- 
tions in the developmental status of children of the same chronologic age in 
puberty, the authors believe the degree of physical maturity should be related 
more directly to the excretion of androgenic and estrogenic substances. 

Lyncu, St. Paul. 


PuURPURIC AND SCARLATINIFORM ERupTION FOLLOWING SULFANILAMIDE. I. L. 

ScuonserG, J. A. M. A. 109:1035 (Sept. 25) 1937. 

After the administration of sulfanilamide for three days, with a total dose 
of 160 grains (10.38 Gm.), generalized urticaria and fever appeared. There iol- 
lowed a purpuric rash, which disappeared after a few weeks. Subsequently, the 
ingestion of one 5 grain (0.32 Gm.) tablet of sulfanilamide precipitated a pruritic 
generalized scarlatiniform eruption, accompanied with edema -of the eyelids, the 
lips, the larynx and the forehead, difficulty in breathing, pain in the chest and 
elevation of temperature. After twenty-four hours the symptoms and signs sub- 
sided. Schonberg advises caution in resuming therapy with sulfanilamide aiter 
any type of cutaneous eruption has followed its use. 


SULFANILAMIDE: PHOTOSENSITIZING AGENT OF SKIN. B. A. NEWMAN and H. 
SnHaruit, J. A. M. A. 109:1036 (Sept. 25) 1937. 


Newman and Sharlit report 4 cases in which administration of moderate 
doses of sulfanilamide was followed by a characteristic eruption. All 4 patients 
were exposed to direct sunlight for five hours or more while taking the medica- 
tion. In each case the eruption appeared within twelve hours after exposure 
to the sun. The rash was classed as a toxic erythema, the color being maroon. 
The lesions were reproduced experimentally in 1 patient. 


HYPERSENSITIVITY TO SULFANILAMIDE. M. SAtvin, J. A. M. A. 109:1038 (Sept. 
25) 1937. 


One day after institution of therapy with sulfanilamide (a total dose of 50 
grains [3.24 Gm.]) urticaria developed on scattered parts of the body. The 
patient complained of itching, shortness of breath, sneezing and lacrimation, and 
there were edema of the eyelids, the lips and the scrotum and an elevation ol 
the temperature. Patch tests with sulfanilamide gave positive results. A dose 
of 1 grain (0.06 Gm.) brought on a subsequent attack, with itching and sneezing. 
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Tuiky) GENERATION SYPHILIS. J. C. Crark, J. A. M. A. 109:1038 (Sept. 25) 
1937. 

Clark presents evidence of congenital syphilis in a second and a third genera- 
tion. In the second generation 2 sisters, 1 the author’s patient, presented Hutchin- 
con's teeth and other stigmas, as well as a positive Wassermann reaction. The 
patient's husband had a negative reaction. In the third generation the patient’s 
newborn infant was apparently normal, but hemorrhages occurred for three days. 
Serologic tests of both cord and venous blood gave positive results. 


CaRpIOVASCULAR Sypuiuis. J. E. J. A. M. A. 109:1123 (Oct. 2) 1937. 


Paullin states that adequate treatment of early syphilis will prevent cardio- 
vascular involvement in practically all cases. Patients with cardiovascular syphilis 
should receive potassium iodide by mouth and intramuscular injections of a heavy 
metal for the first four to six months; later, small doses of neoarsphenamine may 
be given. Such treatment should be continued at weekly intervals for at least 
eighteen months. Since in 10 per cent of cases of latent syphilis there is involve- 
ment of the cardiovascular system, such an involvement should be suspected even 
in the absence of marked symptoms or physical signs. 


P. A. O'Leary; J. A, 


PRESENT-DAY STATUS OF TREATMENT OF NEUROSYPHILIS. 

M. A. 109:1163 (Oct. 9) 1937. 

O'Leary states that adequate treatment of early syphilis will prevent the appear- 
ance of neurosyphilis in 94 per cent of cases. In cases of asymptomatic neuro- 
syphilis, the administration alternately of an arsphenamine and a heavy metal 
offers a 75 per cent chance for an excellent result. In all cases of neurosyphilis 
a clinical trial of these drugs before institution of other treatment is advised. 
Fever therapy has proved valuable, particularly in cases in which there is exten- 
sive involvement of the nervous system. It should always be followed by chemo- 
therapy. Tryparsamide has proved to be of great value; its use in conjunction 
with fever therapy has produced the highest incidence of clinical and serologic 
remissions in dementia paralytica. When fever therapy is not advisable or has 
proved impotent, a combination of tryparsamide and a compound of bismuth may 
prove effective. Intraspinal therapy may be useful in cases in which there are 
early clinical signs of tabes or of atrophy of the optic nerve and in cases of 
asymptomatic neurosyphilis. 


STAPHYLOCOcCIC ENDOCARDITIS SUPERIMPOSED ON SYPHILITIC AORTIC ENDOCARDITIS. 
R. L. McMitran and E. L. Wizsur, J. A. M. A. 109:1194 (Oct. 9) 1937. 


McMillan and Wilbur report the fifth recorded instance of bacterial infection 
superimposed on syphilitic aortic endocarditis. The patient, a white man aged 47, 
had had a chancre thirty years before. He had enjoyed good health until five 
years before, when during exertion he had an attack of precordial pain, associated 
with dyspnea. These symptoms persisted; morphine was administered repeatedly, 
and addiction to the drug soon developed. During the past year the patient gave 
himself morphine intravenously, the solution being imperfectly sterilized. This 
was probably the mode of infection. 


Torch Om Dermatitis: Its RELATION To EpimpermMomycosis (“RINGWORM”). 
A. G. KamMMer and R. H. Catranan, J. A. M. A. 109:1511 (Nov. 6) 1937. 


Kammer and Callahan describe an industrial dermatitis which they observed 
in 30 machinists and postulate a relation between the intertriginous form of derma- 
tophytosis and contact with torch oil as the etiologic factor in the development of 
vesicular lesions on the hands. It was thought that the chemical contact favored 
the development of the dermatophytid. In all instances interdigital fungous lesions 
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were present on the feet. Patch tests with torch oil gave positive results jy 29 
patients with dermatitis on the hands and in 8 patients who had no dermatitis of 
the hands. The best clinical results were obtained when the primary focus on the 
feet was treated in conjunction with the lesions on the hands. Cultural determina. 


tion of the causal fungi and immunologic studies with trichophytin were not made 


IopoBISMITOL IN TREATMENT OF SypuHitis. C. W. Barnett and G. V. KULCHAR 
J. A. M. A. 109:1715 (Nov. 20) 1937. 


Barnett and Kulchar report on the effect of iodobismitol in the treatment of 
827 patients with syphilis. The efficacy of the drug was determined by the rate 
of disappearance of lesions, by clinical improvement and by changes in the reaction 
to serologic tests of the blood and of the cerebrospinal fluid. Judged by these 
standards, iodobismitol was found to be an effective preparation of bismuth. The 
incidence of reactions of all types was relatively small, although mild local reac- 
tions were noted in 7.5 per cent of cases. 


TRYPARSAMIDE THERAPY OF NEUROSYPHILIS AND ATROPHY OF Optic Nerve. 
L. L. Mayer, J. A. M. A. 109:1793 (Nov. 27) 1937. 


Mayer reports on the use of tryparsamide in the treatment of 155 patients with 
syphilis in three different institutions in Chicago in ten years. In only 2 eyes did 
blindness ensue, while in 4 there was some loss in visual field, and in these there 
was some question as to whether the result was due to neurosyphilis rather than 
to the medicament. Mayer is of the opinion that many of the subjective reactions 
following tryparsamide therapy are due to suggestion. The percentage of patients 
receiving benefit to the optic nerve was far greater than the percentage in whom 
damage occurred. If the use of the drug is indicated, the presence of atrophy of 


the optic nerve due to syphilis should not forbid it. Lewis, New York 


CHANGES IN Boop VESSELS (CAPILLARY FRAGILITY) WITH INFLAMMATION. 
E. Zanper, J. Exper. Med. 66:637 (Nov.) 1937. 


The ability of the capillary blood vessels of the cutis of rabbits to withstand 
mechanical injury produced by suction applied to the cutaneous surface was 
determined after the production of cutaneous inflammation with turpentine, with 
killed streptococci, staphylocccci, pneumococci and meningococci and with filtrates 
from cultures of meningococci or typhoid bacilli. The various irritants produced 
a series of almost uniform changes. 

Immediately after injection of the irritant there is greatly increased resistance 
to the producticn of hemorrhage by suction, soon followed by diminished resistance 
of the vascular walls. The subsequent course of events varies; resistance of the 
vascular wall may return to normal after from two to nine days (observed with 
turpentine and with streptococci), may considerably exceed this level for several 
days (observed with staphylocccci and with pneumococci) or may remain at a 
low level for a week or more (observed with tuberculin). 

With allergic inflammaticn the preliminary period of resistance may be 
diminished and the appearance of capillary fragility hastened. 

In the production of the Shwartzman phenomenon, injury of the blood vessels 
follows the preparatory injection. It is probable that subsequent intravenous 
injection causes hemorrhage by further injury to the same blood vessels. 


EXPERIMENTAL STUDY OF PROTECTIVE INOCULATION WITH HEAT KILLED TUBERCLE 
Baciur. E. L. Opre and J. Freunp, J. Exper. Med. 66:761 (Dec.) 1937. 


The use of BCG involves some dangers necessarily incident to the introduction 
of living bacteria into the body. For this reason Opie and Freund studied the 
immunity resulting from the introduction of heat-killed tubercle bacilli. They 
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used the rabbit for study, since this animal is even more susceptible than man 
to tuberculous infection ; hence, any favorable immunologic effect produced might 
he expected to occur in man. 
The authors’ observations led to the conclusion that repeated injection of heat- 
killed tubercle bacilli into or below the skin of rabbits increases their resistance 
to infection with virulent tubercle bacilli to a degree only slightly less than 
does administration of BCG. 

Addition of certain antigens to the heat-killed bacilli increases their protective 
value to a level approximately the same as that of BCG. 


Lyncu, St. Paul. 


“Skin Prints” (A TECHNIQUE FoR INvivipuAL IN 

Curonic SKIN DisEAsES SucH As Psoriasis). JOSEPH KRAFKA Jr., J. Lab. 

& Clin. Med. 28:72 (Oct.) 1937. 

In cases in which it is desirable to keep a week to week record of individual 
cutaneous lesions as an aid in establishing the efficacy of a given treatment the 
author recommends the following simple, inexpensive method: Thin gloss paper 
(kymograph paper) is smoked in the flame of a gas jet or candle, applied to the 
lesion in question and gently rubbed. The paper is then removed and shellacked. 


\ CoMPARISON OF A SERIES OF WASSERMANN AND KLINE TESTS WITH RESPECT 
To SPECIFICITY AND SENsITIviITy. RALpH G. StILLMAN, J. Lab. & Clin. Med. 
23:73 (Oct.) 1937. 


In 1935 a comparison of serologic tests under ideal technical conditions was 
carried out in this country under the auspices of the United States Public Health 
Service and the American Society of Clinical Pathologists. The Kline exclusion 
test was found to be the most sensitive, the Kahn standard test second and the 
Kline diagnostic test third. With regard to specificity, the Kline diagnostic test 
yielded only 0.2 per cent false positive results, and the Kahn and the Weiss 
test were not far behind. The Kline exclusion test came seventh, with 0.9 per 
cent false positive and 7.9 per cent false doubtful results. Only two conditions, 
leprosy and malaria, produced a significant number of false positive reactions. 

When positive reactions are obtained by two or more technics, there is usually 
little doubt that the patient has syphilis; but when results differ widely, the 
clinical interpretation becomes difficult. To determine the significance of such 
findings the author examined the charts of patients at the New York Hospital 
whose blood gave a 4 plus reaction to the Kline diagnostic test and a negative 
reaction to the Wassermann test, which was performed by the technic recom- 
mended by Wadsworth and employed by the New York State Department of 
Health. 

Of 9,358 specimens of blood submitted, 154 obtained from 125 patients gave 
a 4 plus reaction to the Kline diagnostic test and a negative reaction to the 
Wassermann test with both the acetone-insoluble and the cholesterolized antigen. 
The histories of 120 of these patients were complete enough for study. For 79 
(65.8 per cent), a diagnosis of syphilis was justifiable, all having had a positive 
Wassermann reaction at some time. In the cases of 21 (17.5 per cent) the 
presence of syphilis was considered doubtful, and in 20 (16.6 per cent) there 
was no reason to suspect syphilis except the positive reaction to the Kline test. 
The 79 patients for whom a diagnosis of syphilis was considered justifiable fell 
into four groups: (1) those who had no history of an initial lesion, many of 
whom presented other characteristic findings (21); (2) those with a history 
of syphilis (42), of whom 9 gave a positive reaction to examination of the spinal 
fluid and presented symptoms of neurosyphilis; (3) those who had congenital 
syphilis, of whom several had interstitial keratitis (7), and (4) those in whom 
there was little evidence of syphilis except a positive serologic test (9). As all 
these patients had received treatment, these results demonstrate that the Kline 
reaction frequently remains positive after the Wassermann reaction has become 
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negative. Of the 21 patients in whom the presence of syphilis was considered 
doubtful, 18 presented historical data or clinical evidence suggesting syphilitic 
infection. These patients had never had a positive Wassermann reaction, |) 3 
there was no evidence of syphilis. Among the 20 patients in whom there as 
no reason to suspect syphilis there were 6 pregnant women, 4 persons with some 
serious infection, 2 patients with allergic manifestations, 1 patient with diabetes 
and 1 patient whose “positive reaction” probably was due to a laboratory error 
The charts of the remaining 6 gave only an impression that the patient was cop. 
sidered nonsyphilitic. There was a high incidence of false positive results jy 
pregnant women, a finding contrary to the experience of the recent serologic 
conference. There were approximately 0.32 per cent false, strongly positive Kline 
reactions in this series. 

The author concludes that the Kline test as carried out at the New York 
Hospital is more sensitive than the Wassermann test, that this sensitivity js 
attained withcut sacrifice of much specificity and that, generally speaking, sero- 
logic tests for syphilis seem to have reached a rather high degree of clinica) 
specificity. From the figures it appears that a 4 plus Kline and a negative 
Wassermann reaction indicate odds of two to one that the patient has syphilis, 
and if one half of the cases in which the presence of syphilis was considered 
doubtful are placed in the positive class the odds rise to three to one. Therefore. 
it becomes incumbent on the clinician to exclude the possibility of syphilis so 
far as possible. The opposite association, of a negative Kline with a positive 
Wassermann reaction, is known to occur occasionally, but from experience with 
the present series it appears unlikely that if the Kline reaction is entirely negative 


another test will give anything but a negative result. Graver, New York 


THE OccURRENCE IN HUMANS OF CONTAGIOUS PUSTULAR DERMATITIS OF SHEEP 
(“Orr”). G. A. G. Peterkin, Brit. J. Dermat. 49:492 (Nov.) 1937. 


The author reports 5 cases thought to be the first recorded in which lesions 
of “orf” (pustular dermatitis of sheep) developed in human beings. The first 
lesion is a painless hard dark red papule; this enlarges and becomes umbilicated, 
to resemble a huge red tumor of molluscum contagiosum. The depressed center 
contains clear serum which becomes purulent, and granulations soon heap up, 
to give the lesion the appearance of pyogenic granuloma. At this stage the 
condition is often painful. The lesions respond well to antiseptic dressings. 


CASEINOGEN AS CAUSATIVE Factor IN AETIOLOGY OF ERYTHEMA MULTIFORME 
ExupDATIVUM OF Hesra. D. B. S. Bruce-Jones, Brit. J. Dermat. 49:498 
(Nov.) 1937. 


In a case of typical recurrent erythema multiforme the causative factcr was 
found by intradermal tests to be caseinogen. Attempts were made to desensitize 
the patient by injections of caseinogen, but subsequent attacks followed the inges- 
tion of chocolate and of ice cream. 


New MeEtHop oF STAINING SKIN AND HAaArrs For Detection or Funai. H. L. 


KestEvEN, Brit. J. Dermat. 49:500 (Nov.) 1937. 

To 50 cc. each of pure phenol and oil of clove add approximately 0.5 Gm. of 
dry trinitrophenol. 

“About % drm. of the reagent is poured into a solid watch-glass, and the pieces 
of skin or hairs are dropped into it and left till cleared completely. This takes 
from 5 minutes to 2 hours, depending on the thickness of the pieces and the 
amount of moisture they contain. When cleared the specimens are transferred 
to a slide and examined in the reagent under a cover-slip. If it be desired to 
preserve them they may be mounted without further treatment in Canada 
balsam. 
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method detailed above has now been under trial for 12 months. In no 
has it failed to disclose the presence of fungi in scales from the same 
source in Which the mycelium was found by the potassium hydroxide method, 
but on the other hand, it has revealed the fungus when the other method failed. . . 

“If the skin has been treated with tar preparations, examination for mycelium 
is facilitated if the pieces of skin are left overnight in ether and absolute alcohol 
equal parts, and if they are swilled around with a pipette in three or four changes 
of ether in the morning before clearing in the picro-phenol-clove oil reagent. 

“If the skin has been treated with calamine or other precipitate, most of this 
can be removed by treatment of the scales first with alcohol and ether to remove 
any grease, and then with glacial acetic acid for 5 to 10 minutes, and the scales 
are then swilled around in one or two changes of alcohol and ether before clear- 
ing. Very sodden skinscraps . . . will clear more rapidly if treated with 
absolute alcohol and ether for 5 to 10 minutes. . . . 

“The specimens may be left in the reagent for days without deteriorating.” 


instance 


INVESTIGATION OF Virus DISEASES OF SKIN, WITH Report OF CASE OF Kaposi's 
VARICELLIFORM Eruption. R. T. Brarn and Beatrice Lewis, Brit. J. Dermat. 
49:551 (Dec.) 1937. 

The authors discuss in a general way the difficulties inherent in the investiga- 
tion of virus diseases. The clinical appearance of recognized virus diseases of 
the skin, although rather characteristic, is insufficient to incriminate a virus. 
Even inclusion bodies are not seen in all virus infections and when present are 
dificult to distinguish from products of granular degeneration in a cell. Ele- 
mentary bodies are too small to be identified in tissue preparations, but when 
they can be separated by centrifugation their identity may be determined by 
agglutinating them with the patient’s serum. The neutralization test and the 
complement fixation reaction sometimes give useful information. The neutraliza- 
tion test depends on the fact that a suspension of virus mixed with serum con- 
taining specific antibody loses its infective power or retains it in diminished 
degrees. 

The authors repert a case of Kaposi’s varicelliform eruption in a boy aged 15. 
The disease ran a stormy course, and the boy died within two weeks after its 
onset. Blood cultures were sterile. Cultures of material from cutaneous lesions 
yielded Staphylococcus pyogenes aureus and a hemolytic pyogenic streptococcus. 
An attempt to autoinoculate lesions failed. Inoculation of a guinea pig produced 
lines of pus, and inoculation of a rabbit with this pus produced lesions, but 
histologic preparations of material from them showed no inclusion bodies. Tests 
of the rabbit serum for agglutinins, precipitins and neutralizing power against 
vaccinia virus all gave negative results. In short, all attempts to demonstrate 
the presence of a virus in this case or to show the relation of the condition to 
vaccinia failed. However, the lesions were well advanced before the investiga- 
tions were begun, and the authors suggest that perhaps secondary infection 
accentuated the bacteriologic findings at the expense of a possible underlying 
picture of virus infection. Rattner, Chicago. 


TREATMENT OF Pityriasis RoseA witH Eosin. H. Goucerot, Bull. Soc. franc. 


de dermat. et syph. 44:1708 (July) 1937. 


The authors believe that pityriasis rosea is due to a fungus, Cryptococcus 
duboisii, and they have obtained excellent therapeutic results by the use of 
2 per cent eosin in 80 per cent alcohol. In cases in which the condition is fully 
developed healing was complete in from fifteen to twenty days, as compared with 
six or eight weeks with other methods of treatment. 

In the discussion of the method, various opinions were expressed concerning 
the streptococcic origin of pityriasis rosea, the photosensitizing properties of eosin 
and the equally good results to be obtained by the use of 6 per cent alcoholic 
solution of oil of bergamot. 
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TREATMENT OF EpmpERMOMYCOSES (TRICHOPHYTOSIS, PiTyRIASIS 
witH Eostn. H. Goucerot and Decos, Bull. Soc. frang. de dermat. et syph, 
44:1708 (July) 1937. 


After studying the cutaneous absorption of dyes and observing the beneficial 
results of eosin in cases of psoriasis, the authors tried 2 per cent eosin in 
per cent alcohol twice daily in cases of patchy circinate erythematosquamoys 
dermatophytosis and of pityriasis versicolor. The results were favorably impres- 
sive and superior to those obtained with iodine in alcohol. The authors con. 
cluded that this medicament was the one of choice for eczematous irritated lesicns. 


RueumatTic EryTHEMA PaAPULATUM: CUTANEOUS LESIONS OF THE AscuHorp- 
KiiInce Type. J. Gaprat, Bull. Soc. frang. de dermat. et syph. 44:1792 
(July) 1937. 

The author discusses a papular eruption believed to signify a serious‘ prog- 
nosis when it appears during acute rheumatic fever. Erythema papulatum was 
first described by Rayer about 1835 and is distinct from the annular erythema 
of Lehndorff and Leiner, The case reported is that of a patient aged 28. During 
the course of acute rheumatism round erythematous papules about 3 mm. in 
diameter developed on the lower extremities. Histologically there were peri- 
vascular collections of reticulocytes and (rare) lymphocytes but no polymorpho- 
nuclear leukocytes or eosinophils. The cutis was edematous and the elastic tissue 
rarefied and atrophic. Large multinucleated cells comparable to those found in 


Aschoff nodules were noted in the myccardium. LayMmon, Minneapolis 
.AYMON, 


EXPERIMENTAL INVESTIGATION OF TOXIC SUBSTANCES IN SKIN AFFECTED WITH 
Dermatitis. M. Gyoroku, Jap. J. Dermat. & Urol. 42:307 (Dec.) 1937. 

In previous investigations of the blood count in the acute stage of artificial 
dermatitis in rabbits the author found diminution of erythrocytes, lymphocytes 
and hemoglobin and increase of neutrophilic leukocytes and monocytes. The author 
expresses the belief that these changes are due to a toxin produced in the affected 
skin. The author reports investigating the nature of this toxin by injecting into 
rabbits an extract of such affected skin. When the protein substance (G substance), 
obtained by addition to the extract of dermatitic skin of an equivalent amount of 
0.004 normal solution of sulfuric acid, was injected into normal rabbits, it produced 
changes in the blood identical with those in rabbits affected with dermatitis. When 
the proteins of the extract exclusive of the G substance were injected, changes in 
the blood were much slighter. The G substance obtained from the extract of 
normal skin produced hardly any change. The author concludes that the changes 
in the blood of rabbits with artificial dermatitis are most probably due to the 
production of G substance in the skin. 


EXPERIMENTAL INVESTIGATION OF TOXIC SUBSTANCES IN SKIN AFFECTED WITH 
Dermatitis: III. INFLUENCE OF EXTRACT OF SKIN AFFECTED WITH DERMA- 
TITIS ON HistoLocic PictuRE oF Liver, AND Testis. I. 
M. Gyotoku and N. TANag, Jap. J. Dermat. & Urol. 42:314 (Dec.) 1937. 


The authors found that injection into normal rabbits of the G substance obtained 
by addition of 0.004 normal solution of sulfuric acid to the extract of dermatitic 
skin of rabbits produced pathologic changes in the liver, the kidney and the testis 
identical with those in rabbits with dermatitis. The G-filtrate of the dermatitic 
skin alone may produce such changes, but to a slighter degree. The authors 
express the belief that the changes in the viscera of rabbits with artificial derma- 


titis are due to toxic substances, particularly the G-substance produced in the 


inflamed skin. BLoom, New York. 
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Squamous Cell Epithelioma Developing on a Sebaceous Cyst. Presented 
by Dr. W. F. Scuwartz (from the Department of Dermatology and Syphilol- 
ogy, City Hospital). 

M. Y., a woman aged 47, first sought medical advice on Feb. 9, 1938, because 
of a slowly growing tumor of the scalp, present since she was 12 years old. She 
says that in the past five or six years it has begun to ulcerate. 

Examination reveals an 8 cm. tumor arising from the upper occipital region 
of the scalp in the midline. The upper and right portions show an irregular eroded 
surface with a few points of oozing pus. The remaining portion of the surface is 
entirely covered with hair. The tumor is firm and does not fluctuate. It is 
diffuse and violaceous. 

In the right postcervical region there were six or eight firm discrete painless 
lymph nodes. 

Histologic examination of an excised lymph node showed no evidence of 
metastases. Sections from the base of the tumor after excision showed a well 
differentiated squamous cell epithelioma. The major portion of the tumor was 
made up of a solitary cyst with squamous cell epithelium as a lining. 


DISCUSSION 


Dr. H. N. Core: It is unusual to see squamous cell epithelioma developing 
from a wen. At first glance one would be inclined to think of cylindroma. This 
case shows the necessity of biopsy. 

Dr. J. R. Driver: I think there might be some question about metastasis. A 
node was excised and was reported to show no characteristics of malignant growth, 
but it is hard to see how squamous cell epithelioma could develop to such a size 
without metastases. Clinically the enlarged nodes appear to be metastatic lesions. 


Lupus Vulgaris. Presented by Dr. R. E. Barney. 


C. F., a pale, fairly well nourished girl aged 12, had a lesion which began 
as a “boil” just above the left ankle in September 1934. After the application 
of hot compresses the lesion discharged pus and gradually healed. A short time 
later a similar lesion appeared on the left buttock. After this had healed, a ~ 
similar process appeared on the left leg, and in April 1937 an eruption on the 
upper part of the right arm was noticed. Ten days previous to presentation 
“blisters” appeared on the right hand, the knees and the left elbow. The patient 
states that she had a similar attack a year ago. 

One sister died in December 1936 of pulmonary tuberculosis. Another sister 
spent eighteen months (1935-1936) in a sanatorium for treatment of pulmonary 
tuberculosis, and the process is now considered to be arrested. 
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Just above the left ankle and in the middle of the left buttock are Quarter. 
sized scars. The skin on the inner aspect of the lower part of the left leg, at thy 
junction of the middle and the lower third, presents two nickel-sized depresseq 
scaly brown scars, which are freely movable over the underlying bone. On the 
posterior aspect of the upper part of the right arm, about its middle, is a simila; 
lesion the size of a silver dollar. In the border and in the central portions of 
this scar, small pea-sized brownish red nodules are seen. The dorsum of the 
right hand, the knees, the left elbow and to a less extent the eyelids and face 
present a subacute inflammatory crusted dermatitis. 

Physical examination of the lungs showed no abnormality. A tuberculin tes 
on Feb. 19, 1938, gave a positive result. Roentgenograms of the chest on February 
21 and May 16 showed healed hilar tuberculosis. The Wassermann and the 
Kline test of the blood on February 17 were negative. 

Histologic examination of an active nodule at the border of the lesion on the 
upper part of the right arm showed a granulomatous infiltrate in the corium,. 


DISCUSSION 

Dr. H. N. Core: In what strength did the tuberculin give a positive result? 

Dr. R. E. Barney: In 1:1,000 and 1: 10,000 dilution. The test was per- 
formed at the fresh air camp. 

Dr. H. N. Cote: With both those dilutions would not almost anybody's 
reaction be positive? I do not think the biopsy specimen looked characteristic of 
tuberculosis histologically. It would be interesting to inject some of this material 
into guinea pigs and report the results later. 


Dr. R. E. Barney: I do not think one could make a diagnosis of lupus 
vulgaris from that slide. More sections will have to be cut and possibly another 
biopsy specimen taken. Clinically the lesion looks like lupus vulgaris. The patient 
has had contact with tuberculous persons. A lesion on the leg is undergoing 
involution, and there are two other scars, one just above the left ankle and the 
other on the left buttock. On the arm there is undoubted evidence of activity. 


Varicelliform Eruption of Kaposi (Regressing). Presented by Dr. W. F. 
Scuwartz (from the Department of Dermatology and Syphilology, City 
Hospital). 

A. R., a girl aged 17 months, had been in good health except for mild eczema 
until Feb. 8, 1938, at which time a high fever, vomiting and a few vesicles on 
the sides of the face suddenly developed. The vesicles spread rapidly to involve 
the entire face, forehead, scalp and neck. She was admitted to the hospital on 
February 10. 

On admission, approximately twenty firm, umbilicated pustules with a slight 
margin of erythema were distributed over the cheeks, the upper part of the neck 
and the margins of the scalp. Recently ruptured pustules left sharply punched- 
out, superficial ulcers, while the ulcers from the earlier lesions became confluent, 
leaving an irregular diffuse superficial purulent ulceration, most marked on the 
forehead. There was intense edema of the upper half of the face. On the second 
day in the hospital a new crop of umbilicated pustules develcped on the lower 
part of the neck and the upper part of the chest, the remainder of the skin and 
the mucous membranes have been free from lesions. During the first several 
days of hospitalization there was a remitting type of fever, the temperature ranging 
between 38 and 41.8 C. (100.4 and 107.2 F.), and the child was extremely toxic. 
Since then the temperature has been receding by lysis; the edema has subsided ; 
the lesions have healed, leaving pigmented scars, and the general condition of the 
patient is much better. There has never been appreciable lymphadenopathy. 

Urinalysis showed no albumin or sugar. Serologic tests for syphilis were nega- 
tive. Blood cultures were negative, but smears of material from an early pustule, 
as well as culture, showed pure Staphylococcus albus. There were 11,750 leuko- 
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ith 62 per cent polymorphonuclears at the time of admission, but only 


£300) and 8,000 on the second and the sixth hospital day, respectively, while the 


mperature was still above 40 C. “ 
The patient was given roentgen radiation, a total of 150 r in three doses, and 
acid and potassium permanganate compresses, and hypodermoclysis was 


performed almost daily. 


ter 
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DISCUSSION 


Dr. J. R. Driver: The clinical picture in this case, I believe, is the same as 
that in one presented several months ago before this society (ArcH. Dermat. & 
Sypu. 37:868 [May] 1938). The child died a few days after presentaticn. Three 
cases of this disease have been observed at the hospital during the past few months. 

Dr. H. N. Core: It is remarkable that the process has cleared so quickly 
and with such mild therapy. 

Dr. W. F. Scuwartz: I did not present this case under this title with the 
idea of popularizing an old diagnosis. This disease was originally described by 
Kaposi in 1893, when he reported 10 cases. Most of the cases reported have 
heen in infants with a history of eczema. In a report in the British Journal of 
Dermatology (46:1 [Jan.] 1934), W. H. Brown stated that there was no report 
of the disease in the American literature. This made me wonder what this disease 
has been called in the United States in the past. In some cases there are staphylo- 
cocci, and in others streptococci are present. 


Dr. H. N. Core: I think the tendency in this country has been to call the 
condition dermatitis gangraenosa infantum. 


A Case for Diagnosis (Mycosis Fungoides?). Presented by Dr. GaArretr 
ArtHur Cooper (from the Department of Dermatclogy and Syphilology, 
Lakeside Hospital). 

W. C., a well developed and well nourished steam fitter aged 46, states that 
two months ago he noticed a small pruritic lesion on the skin of the left upper 
portion of the chest. Later he noticed that this area had become slightly more 
red and scaly. He applied various home remedies without relief. 

The skin of the entire body is essentially normal, with the exception of mild 
seborrhea of the skin of the face and chest. On the left upper quadrant of the 
chest the skin shows a red slightly scaly lesion about 2.5 cm. in diameter, which 
is definitely indurated. 

There are numerous seborrheic verrucae on the chest. 

General physical examination showed no essential abnormality. Roentgen 
examination of the chest showed minimal calcification at the upper pole of the 
right hilus. In the lower part of the left pulmonary field there was a calcified 
primary focus. These findings constitute a healed primary tuberculous complex. 

Histologic examination of sections of skin showed sudoriparous and sebaceous 
glands. The epidermis was broken in one place, but there was no ulceration. This 
was the seat of acanthosis and was infiltrated by small scattered leukocytes. The 
most striking change was a dense cellular infiltration of the papillary layer and 
the superficial third of the deep part of the corium. The infiltration was sharply 
limited and formed an even line of demarcation between infiltrated and uninfiltrated 
layers. It consisted chiefly of lymphocytes, large mononuclear cells and fibro- 
blasts, with few eosinophils. Polymorphonuclear leukocytes and plasma cells were 
rare, and no mast cells were seen. Proliferating capillaries were common, and 
there was mild edema of the infiltrated corium. 


DISCUSSION 
Dr. Garrett ArTHUR Cooper: Dr. Miskjian suggested that the condition 
might be mycosis fungoides. I have not as yet come to any definite conclusion. 


Dr. H. G. Misxytan: Dr. Cooper had me look at the biopsy specimen, and 
the picture seemed so characteristic that I called it mycosis fungoides without 
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seeing the patient. The section went the rounds of the pathologists, and ever, 
one disagreed. My conclusion is based on the sharply defined infiltration in ty 
papillary layer of the corium and the absence of the hyperplastic changes tha; 
one finds in all inflammatory lesions on the skin. The absence of these change 
is so characteristic as to be of great value. In inflammation one never finds sycj 
a sharply limited process as is found here. Further study reveals that many types 
of cells are present. Those were my reasons for making a diagnosis of mycosic 
fungoides. I am willing to make the diagnosis more vague by stating that jt j 
seme kind of lymphoblastoma that would include unclassified lymphoblastoma: 
that have not been put in groups. Later I saw the patient and the lesion, which 
consists of only one plaque, is definitely infiltrated, is not dermatitis and jis itchy. 
I still do not think that my diagnosis is far off. ; 

Dr. H. N. Core: I am inclined to agree with Dr. Miskjian. This cellular 
infiltrate is in the deeper layers of the corium. There is almost normal coriyy 
abeve. The process has lasted for some time. I am inclined to think the condi- 
tion is a d’emblée type of mycosis fungoides. 


A Case for Diagnosis (Giant Cell Tumor of Epulis Type?).  Presente; 
by Dr. H. N. Core and Dr. J. R. Driver. 


Mrs. R. S. K., a woman aged 70, states that at the age of 15 she fell on a 
pile of slate, cutting the palmar and hypothenar surface of the right thumb, 
After healing there remained a bluish tattooed scar, which had never bothered 
her until about one week before she consulted us, on Jan. 19, 1938, when she noted 
a rapidly developing growth in this area. 

Examination showed a slate blue tumor of irregular outline, approximately 
1 by 3 cm. in size and in some places about 1 cm. thick. It occupies the space 
and follows the size and shape cf the bluish scar resulting from her accident 
fifty-five years ago. The tumor mass is nodular, involves the skin and subcutaneous 
area and is fixed to the underlying deep structurés in some places. 

Histologic examination showed the epithelium to be slightly thickened, with 
a desquamating surface presenting as the topmost layer the granular cells. There 
was moderate acanthosis. Beneath the epithelium was a tumor mass, which in 
the center had reached the interpapillary epithelial pegs but was separated on the 
sides by a thick zone of connective tissue. The tumor was distinctly lobulated, 
each lobule being separated from the others either by a strand of connective tissue 
fibers or simply fibrocytes arranged end to end. Each lobule presented numerous 
giant cells containing numerous nuclei. Marked fibrosis predominated in all the 
lobules, especially about the areas of giant cells. The lobules contained cells with 
ovoid and elongated nuclei, many cells with a clear protoplasm resembling 
xanthoma cells and large numbers of round cells. The cellular makeup was loose 
for the most part, and here and there in the central portion of many lobules was 
a central zone of what was apparently coagulation necrosis surrounded by fibro- 
blasts, endothelial cells and many newly formed blood vessels. Considerable black 
pigment was spread throughout the section. 

The tumor regressed markedly after three doses of 200 r of filtered roentgen 
rays. 

DISCUSSION 


Dr. S. C. Bowen: After some study and consultation I am under the impres- 
sion that this lesion is a giant cell tumor with more or less of the characteristics of 
xanthoma. Giant cells are distributed through the lobules. A type of so-called 
giant cell tumor with xanthoma-like characteristics was described by C. F. 
Geschickter (S. Clin. North America 16:1381 [Oct.] 1936) as tumor of the tendon 
sheath, and it certainly arose from the sesamoid bones. That would be rather 
hard to assume in this case, because the sesamoid bones had changed long before 
the patient reached her present age. I am inclined to favor giant cell tumor of the 
tendon sheath. Other things to be considered are Boeck’s sarcoid and granuloma 
annulare. 
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Dr. (LAUDE Bazi Norris, Youngstown, Ohio: Does the typical xanthoma 
iabetes yield to roentgen therapy as much as this tumor seems to have 


seen in d 
done ? 

Dr. |. R. Driver: I doubt it. In the section presented I think there is some 
question as to whether the cells are truly xanthomatous. The picture is rather 
unusual. Against foreign body tumor, in my mind, is the fact that the lesion 
was rather large and was separated at one point by a scar and another nodule 
at the end of that. The lesion developed within a week, which would be unusual 
jor foreign body tumor. The rather large biopsy specimen had a most unusual 
appearance. The cut surface was grayish and glistening. 

Dr. H. N. Cote: The section shows feci of epithelioid infiltration and a pro- 
fusion of giant cells with connective tissue between. There is a tendency for 
some giant cells to show degeneration, such as is sometimes seen in granuloma 
annulare. This degenerative characteristic would be against Boeck’s sarcoid. 
Otherwise the picture is something like Boeck’s sarcoid. I think the lesion is 
rather extensive granuloma annulare. The members know this location is favor- 
able for such lesions. The rather pearly appearance would go well with granuloma 
annulare. I am not able to accept Dr. Bowen’s idea of this tumor as of the type 
described by Geschickter, and I do not think true xanthoma cells are present. 


A Case for Diagnosis. Presented by Dr. H. G. MiskJIAN. 


B. R., a well nourished healthy appearing married woman aged 37, states that 
about two years ago a small node appeared on the left side of the neck in the 
submaxillary region. It was hard and mobile. Gradually this mass increased in 
size, and about last November the skin became red. An incision was made, and 
there has been some discharge ever since. Within the past month the swelling 
has spread toward the midline. 

In the left submaxillary region a diffusive swelling extends from a little in 
front of the angle of the jaw to about the midline. On palpation this swelling 
is found to be the result of enlargement of the lymph nodes, which have fused 
to form a hard mass adherent to the skin. There is a good deal of periadenitis. 
No fluctuation can be felt. The skin is of practically normal color except for 
two sharply defined raised oval lesions measuring from 2 to 2.5 by 1 cm., which 
are dark red and covered partly with crusts. The long diameters of these two 
lesions are parallel to each other and to the lower border of the mandible. They 
are soft, and every now and then a small amount cf gelatinous material can be 
squeezed out. There is only slight pain. 

Roentgen examination of the lungs showed no evidence of tuberculosis. Blood 
tests for syphilis were negative. Smears have shown no tubercle bacilli, mycelial 
threads, spores or grains of actinomycosis. Cultures for fungi have shown no 
growth. 

A superficial biopsy specimen taken by the patient’s physician revealed only 
granulation tissue. There was no evidence of tuberculosis. 

The patient has had two roentgen treatments, 100 r each, filtered through 
0.25 mm, of copper and 1 mm. of aluminum. She was given potassium iodide, 
4 Gm. daily as an initial dose, but this has been discontinued because of coryza. 


DISCUSSION 


Dr. J. R. Driver: Clinically this condition is some type of granuloma, and I 
think further laboratory investigation will be required before a definite diagnosis 
can be made. 

Dr. H. G. Misxj1an: I did not state that a roentgenogram was taken by a 
surgeon formerly in charge of the case, who thought the condition might be due 
to a salivary stone. That roentgenogram showed no abnormality; there was no 
stone. When I was called in consultation, especially for the purpose of giving 
roentgen treatment, I looked at the roentgenogram. Examination did not convince 
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me that the lesion was tuberculous. I felt that a mycotic infection, perhap, 
actinomycosis, was more likely. I made cultures with this in mind, but all have 
been negative. 

Dr. E. W. NetHeRTON: Just as a suggestion, which may prove false. | 
propose the diagnosis of infected branchial cyst. The patient states that the 
swelling occurred after the lesion had been probed for a stene. 

Dr. H. G. Misky1an: I have been able to palpate enlarged nodes at times, 


and for that reason I have been inclined to consider the disease one of the lymph 
nodes. 


Monocytic Leukemia Cutis. Presented by Dr. Hat Etson Freeman (from 
the Department of Dermatology and Syphilology, Lakeside Hospital), 


E. P., a well nourished woman aged 78, had no trouble with her skin until 
April 1937, when a small tumor appeared on the inner surface of the left thigh, 
It was reddish and disappeared spontaneously, leaving a pigmented area. Many 
similar symptomless tumors and nodes have appeared during the past ten months. 

At present she presents a generalized diffusely distributed eruption of macules. 
nodules and tumors, all sharply defined, involving both skin and subcutaneoy; 
tissue. The tumors are reddish blue, and the macules are purplish. Some tumors 
show atrophic changes, with deposits of yellowish pigment. There is no evidence 
of excoriation or of ulceration. The lesions vary in size from that of a pea to 
that of an olive and are firm. There is no lymphadenopathy or splenic enlargement. 

Roentgenograms of the bones of the hands showed moderate osteoporosis. A 
roentgenogram of the chest showed no abnormality. 

The white and the red blood cells were of normal number. A differential count 
of the white blood cells showed 72 per cent polymorphonuclears, 5 per cent 
lymphocytes and 23 per cent monocytes. On other occasions the monocyte count 
varied between 20 and 30 per cent. Platelet counts were normal or slightly 
increased. Bone marrow from a sternal puncture revealed the same type of 
monocytic cell present in the blood. 

Roentgen irradiation of some of the tumors produced rather rapid involution, 
suggesting radiosensitivity. 

DISCUSSION 


Dr. H. J. Parkuurst, Toledo, Ohio: The manifestations on the legs resemble 
those of Kaposi’s sarcoma, while those on the right arm and the right breast show 
a yellowish tint such as one sees in lesions of xanthoma tuberosum multiplex. 
I should rather reserve diagnosis, but I feel that Kaposi's sarcoma is most likely. 

Dr. H. N. Core: I think the lesions on the lower limbs resemble Kaposi's 
sarcoma somewhat. However, the bluish color is lacking, and hemorrhages are 
not present. Moreover, this patient has no lesions on the feet or hands. Histo- 
logically there is a cellular infiltration of a practically uniform type of cell, such 
as one sees in certain cases of lymphoblastoma. Dr. Frank Miller, hematologist 
at the hospital, made a study of the blood. There are 20 or 30 per cent monocytes 
in the blood. From a study of the blood and bone marrow he believes this con- 
dition is monocytic leukemia. 

Dr. E. W. Netuerton: I agree with the diagnosis of monocytic leukaemia 
cutis. 

Dr. CLaupe Bazit Norris, Youngstown, Ohio: Last Friday at the clinico- 
pathologic conference at the Youngstown Hospital a case was presented as one 0! 
mononucleosis. The patient was a woman aged 22, whose symptoms started 
with rhinitis, cold in the head and headache. After two or three days 4 
maculopapular rash developed, appearing somewhat on the face but chiefly on 
the trunk. It was very itchy and is now undergoing rapid clearing. | had never 
seen a condition of the sort, and I happened to be in possession of R. R. Kracke 
and H. E. Garver’s book (Diseases of the Blood and Atlas of Hematology, 
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Philadelphia, J. B. Lippincott Company, 1937, p. 385), which described a maculo- 
papular rash in mononucleosis. The individual lesicns were patchy, red and some- 


what infiltrated. 


Blue Nevus. Presented by Dr. W. F. Scuwartz. 


Pigmentary Disorder. Presented by Dr. Hat Erson Freeman. 


A Case for Diagnosis (Angioma Serpiginosum?). Presented by Dk. 
BenJAMIN LEVINE and Dr. I. L. ScHoNBeRG. 


A Case for Diagnosis. Presented by Dr. Mitton T. Esner and Dr. Joseru 
D. WaLTerRS (by invitation). 


Pemphigus Vulgaris. Presented by Dr. W. F. Scuwarrz. 


A Case for Diagnosis (Lupus Erythematosus of the Scalp? Healed Tinea 
Capitis? Eczematoid Dermatitis Behind the Ears). Presented by 
Dr. W. F. SCHWARTZ. 


Trichorrhexis Nodosa. Presented by Dr. H. N. Core and Dr. J. R. Driver. 


NEW YORK DERMATOLOGICAL SOCIETY 


EuGeENE F. Traus, M.D., President 


March 22, 1938 


FRANK C. Compes, M.D., Secretary 


Urticaria Pigmentosa Beginning at the Age of Seven Years. Presented by 

Dr. Howard Fox. 

M. B. D., a girl aged 16, first noticed an eruption nine years ago. Since then 
it has gradually increased in extent and consists of yellowish brown macules the 
size of a split pea, sparsely distributed over the neck, the trunk and the extremities. 
The lesions are always free of scales and cause no subjective symptoms. With 
some difficulty it is possible to produce a wheal-like elevation of the lesions by 
friction. Examination of the urine and the blood, including chemical examination, 
showed no abnormality. The patient appears to be in perfect health. No one in 
the family has suffered from a similar disease. The interesting feature of the case 
is the appearance of the eruption late in childhood. 


DISCUSSION 
(Dr. R. H. Ruttson and Dr. Eucene F. Travs agreed with the diagnosis.) 
Dr. Epwarp R. MAtoney: I think this case is one of urticaria pigmentosa. 

The picture is atypical because irritation around the individual papules is impos- 

sible. Irritation of the whole skin follows rubbing. 

Dr. H. H. Wurrenouse: I agree with the diagnosis. There is not much pig- 
mentation, but the eruption is distinctly urticarial. 

Dr. Paut E. Becuet: The interesting fact in this case is that the patient states 
the condition started when she was 7 years old, which does not make it entirely 
the adult type, nor is it of the infantile type. 
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Radiodermatitis with Ulcers. Presented by Dr. J. FRANK FRAser. 


M. C., a woman aged 41, states that she has had eczema since childhood, 4; 
the age of 8 years she was given a series of roentgen treatments (dosage unknown), 
Sequelae appeared within a few months of these treatments. At present she jc 
suffering from two ulcers on the skin over the inner aspect of the right knee. Thy 
case is presented for therapeutic suggestions. 


Notr.—Two weeks after the presentation the ulcers were completely healed 
after the use of infra-red rays and boric acid ointment. 


DISCUSSION 


Dr. A. Benson Cannon: In a case like this I think one should always 
establish the diagnosis by pathologic examination and not rely entirely on the 
clinical appearance of the ulcer. It is sometimes difficult to determine clinically 
the presence of epithelioma in a chronically ulcerating area within an area of old 
roentgen ray dermatitis. If it can be established that the ulceration is nonmalig- 
nant, I should think aloe vera leaf would be the simplest and most effective remedy. 

Dr. R. H. Ruttson: I agree with Dr. Cannon’s remarks on this case. 


Dr. H. H. Wuirenouse: This case interests me, because I have had wonder- 
ful success from the use of one remedy, whether the condition was radiodermatitis 
resulting in ulceration almost to the point of carcinoma or whether it was caused 
by radium. I have seen lesions all over the abdomen, behind the knee and on tie 
ankle following excessive doses of radium or roentgen rays. Every one of them 
yielded to application of this remedy. It is Grubler’s granular fuchsin (1 per 
cent) with % drachm (1.64 Gm.) of zinc oxide in 1 ounce (31.1 Gm.) of rose 
water ointment. I should suggest the use of this therapeutic agent in this case. 


Dr. Josepn J. Etter: I agree with Dr. Cannon that a biopsy should be done 
to rule out epithelioma. I think in a certain number of cases the condition may 
be healed with aloe vera leaf and in others with the preparation suggested by 
Dr. Whitehouse; in some, however, it is necessary to fall back on the use of full 
thickness skin grafts. I have seen some good results from their use in cases in 
which ulceration had occurred. 


Dr. Pau E. Becnuet: If I understand correctly, there seem to be a certain 
number of dermatologists who believe the jelly is not as efficient as the fresh leaf 
in the treatment of radiodermatitis. I believe this girl has used the jelly. I there- 
fore think it would be a good idea if she were to use the leaf. 


Dr. EuGene F. Traus: Before I heard Dr. Whitehouse’s remarks | felt that 
Dr. Eller’s suggestion was the proper one and that the lesion would probably have 
to be excised and a skin graft applied. Dr. Whitehouse’s conservative remedy 
naturally should be given a trial first. On the other hand, there should not be 
too much delay, because the two lesions, being rather close together, lend them- 
selves rather well to removal. The border of one of the ulcers is rather hard, 
and one must be suspicious of malignant change. 


A Case for Diagnosis (Parapsoriasis en Plaques?). Presented by Dk. 


Frank C. ComBEs. 


J. K., a man aged 22, presents erythematosquamous patches on the lower 
portion of the trunk and the upper aspects of the thighs and the arms. The 
eruption began on the lower part of the abdomen and was of fourteen months’ 
duration. The patches vary in diameter from 2 to 15 cm., and number over a 
dozen, They are sharply defined and superficial and vary in color from slight pink 
to dusky red, in some places being pigmented. The largest and oldest patch is on 
the abdomen. The scales are branny and firmly attached. Throughout this lesion 
the pigmentation is most marked, especially at the borders. There have been no 
subjective symptoms. 


\ 


TRANSACTIONS 799 


SOCIETY 


The \Vassermann reaction was negative. Cytologic examination of the blood 
showed no abnormality except slight secondary anemia. The urine was normal. 
Mycologic examination gave negative results. 

“The results of examination by Dr. D. L. Satenstein of a section removed from 
a lesion on the left lower quadrant of the back were reported as follows: “Through 
the corium, especially in the middle and the upper part of the cutis, was a diffuse 
cellular infiltrate consisting of small round cells and occasional histocytes. There 
was moderate edema, especially in the papillary body. The epidermis was not 
acanthotic. There were some parakeratosis and considerable hydrops in the epi- 
dermis. This picture might occur in parapsoriasis.” 


DISCUSSION 
Dr. JosepH J. Evter: I should be inclined to agree with the diagnosis in this 


case, 
Dr. Epwarp R. MaLoney: That is the best diagnosis I can make in this case. 
The picture has enough of the characteristics of parapsoriasis to permit that 


diagnosis. 

Dr. EuGENE F. Traus: Harry Keil (Arc. Dermat. & SypuH. 37:465 [March] 
1938) made an exhaustive study of a case of this disease and went over the litera- 
ture and the records at the Mount Sinai Hospital. He expressed the belief that in 
many cases, if followed long enough, the condition may be found to terminate in 
mycosis fungoides, even when the original eruption was absolutely asymptomatic. 
As I understand it, in this case the histologic diagnosis is not clearcut. It seemed 
to me that there were some infiltrated areas in some of the lesions. It is possible, 
therefore, that this case might prove to be one of those in which the picture 
suggests parapsoriasis and which may eventuate as an instance of mycosis fungoides. 

Dr. Epwarp R. MALONEY: What about the absence of itching? 

Dr. EuGENE F. Traus: Itching is not an absolutely reliable symptom. That 
point has been stressed before. In a number of the cases in the beginning there is 
no pruritus; in one that I followed for many years, in which the prefungoid erup- 
tion clinically resembled psoriasis, the patient remained free of itching until the 
appearance of the infiltrated plaques and tumors, which were followed rather 
rapidly by a fatal termination. 

Dr. J. FRANK FRASER: I agree with Dr. Traub’s statements. 

Dr. FraNK C. Compes: Dr. Traub has said much that I had in mind to say. 
After examining this patient and hearing the histologic report, I called the derma- 
tologist who referred him to me and suggested the diagnosis of early mycosis 
fungoides, knowing some cases of typical parapsoriasis have been reported in which 
mycosis fungoides ultimately developed. There are two interesting points in this 
case: 1. There is the pigmentation in the lesion on the lower part of the abdomen, 
with the suggestion of atrophy. As I understand it, the patient did not receive 
enough roentgen therapy to cause this; furthermore, the pigmentation was present 
before he received any roentgen treatment. 2. The lesions have shown consider- 
able improvement since he has been taking pilocarpine internally in increasing 
doses and has had one desquamating dose of short wavelength ultraviolet radiation. 
Some good results have been reported from the use of pilocarpine in parapsoriasis. 
The patient perspires very little, even in warm weather. 

Dr. Eucene F. Traus: What is the action of pilocarpine in parapsoriasis? 


Dr. FRANK C. Compes: The use of pilocarpine is purely empiric. 


Tuberculous Abscesses. Presented by Dr. Paut E. Becuet. 

B. A., a Negress aged 29, was first seen on Feb. 1, 1938. She states that her 
eruption has been present for two years. It consists of several large, infiltrated, 
indurated and fluctuant masses; the largest involves the extensor surface of the 
left arm and measures 8 inches (20 cm.) in long diameter. There are several 
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smaller but similar lesions on the lower extremities and numerous scars of previou 
lesions, most pronounced over the nates. Three months ago a fluctuant a 
developed over the left side of the neck; this was incised several weeks ago. Con. 
siderable purulent material was obtained and was sent to the laboratory for micro- 
scopic examination. 

Roentgenograms of the chest and of the spine showed no abnormalities. Intra- 
dermal tuberculin tests showed the following results: with 1: 10,000,000 dilution 
indefinite; with 1: 1,000,000, 1 plus; with 1: 100,000, 2-plus, and with 1: 10.090 
3 plus. Patch tests with tuberculin and tuberculin concentrate showed an erythem. 
atous papular reaction with pinpoint-sized pustules. Tests with 0.1 cc. of a 
1: 100 dilution and with 0.01 cc. of a 1: 100 dilution of staphylococcus toxoid gaye 
positive (1 plus) and negative results, respectively. The Wassermann and the 
Kahn test were negative. On February 8, 6 guinea pigs were inoculated, 3 with 
pus from the neck and 3 with pus from the arm, the inoculations being made 
subcutaneously in the left groin. On March 2 all the pigs showed enlarged lymph 
nodes in the region of inoculation. Autopsy showed enlarged inguinal nodes, 
enlarged retroperitoneal lymph nodes and swollen spleens, tubercles appearing in a 
few instances. Smears of cheesy material from the lymph nodes of all 6 guinea 
pigs showed acid-fast bacilli. 

DISCUSSION 

Dr. J. FRANK Fraser: I think there is no doubt that Dr. Bechet’s diagnosis js 
correct. The interesting feature here is the swelling on the arm. I think investi- 
gation should be directed toward the cause of that swelling and what can be done 


for it. 

Dr. Epwarp R. Maroney: I think Dr. Bechet has proved rather conclusively 
both by tuberculin tests and by inoculation of animals that this case is one of 
tuberculosis cutis. The pigmentary lesions on the extremities are not particularly 
typical of any type of tuberculosis I know of, but their end results are, particularly 
on the legs. They all result in depressed scars, not small ones but large ones. 
I think Dr. Bechet should examine the lesion on the arm further. A roentgeno- 
gram should be taken of the humerus and the elbow, with the idea of possible 
tuberculous osteomyelitis. The patient may have changes in other parts of the 
bony structure too. 

Dr. A. BENSON CANNON: There is no question about Dr. Bechet’s having 
proved his case to be one of tuberculosis, but I doubt that one should call such 
a condition tuberculosis cutis. I see nothing wrong with the skin primarily—only 
a few old scars where deep-seated abscesses have ruptured through the skin. The 
large swelling on the elbow impresses me as being tenosynovitis, and the patient 
states that 20 cc. of a clear, thin fluid has been withdrawn from the tumor by 
aspiration. There is a smaller tumor, the size of a lemon, over the dorsal portion 
of the spine. Only one open lesion is seen, that on the left side of the neck, which 
is a sinus probably from an ulcerating gland. I should prefer the diagnosis of 
tuberculous tenosynovitis with, probably, cold abscess formation. 

Dr. Frank C. Compes: I agree with Dr. Cannon that this process is primarily 
much deeper than the skin. It is more like scrofuloderma, the skin being secon- 
darily involved from tuberculosis of the deeper structures. I think the lesion on 
the arm is a large cold abscess. I do not think it is in the tendon. It seems to 
me to come from the olecranon bursa. 

Dr. Paut E. Becuet: There, is no doubt that this woman has tuberculosis. 
I naturally accept the fact that she does not show real tuberculosis cutis. She 
shows tuberculosis of the subdermis, almost down to the muscular tissue itself. 
Why should she have such widely disseminated tuberculosis of the subcutaneous 
tissue without any involvement of the lungs? She is healthy and has gained 
30 pounds (13.6 Kg.) in the past six months. It is most unusual to present that 
picture with the multiplicity of lesions which she has, particularly subcutaneous 
lesions. Such widespread lesions without any effect on her general health are 
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unusual. 1 strongly suspect that the lesion on the arm is a cold abscess of some 
type. However, as Dr. Maloney has suggested, a roentgenogram of the arm 
should be made at once. 

Dr. Eowarp R. Matoney: I think the diagnosis of tuberculosis cutis is justi- 
fied. There are enough lesions in the skin, and there is scrofuloderma. Scrofulo- 
derma has always been classified as tuberculosis cutis. 


Livedo Reticularis in Two Sisters. Presented by Dr. Eucene F. Travs. 


M. H. B., a girl aged 19, and L. A. B., a girl aged 20, sisters, were previously 
presented by Dr. Charles Mallory Williams before the New York Academy of 
Medicine, Section on Dermatology and Syphilis, on Jan. 2, 1924 (Arcu. Dermat. 
& Syp. 9:783 [June] 1924) with the provisional diagnosis of angioma serpiginosum. 
The patients at the time of the previous presentation were about 3 and 4 years 
of age, respectively. Since that time the eruption has changed little in appearance. 
The only feature not specifically mentioned before was the peculiar keratosis or 
wartlike process now on the knuckles of M. H. B. It is possible that the mechan- 
ical work this girl does is responsible for this change. Seen in good daylight, the 
skin appears atrophic in areas, but I believe this is merely suggestive and not real, 
because when the skin is slightly stretched, it seems smooth and of absolutely 
uniform contour. The nose of M. H. B. is sharp and peaked, and it is most 
likely that there is real atrophy. This patient at present is suffering also from 
a superimposed dermatitis which occasioned her return to the Skin and Cancer 
Unit of the New York Post-Graduate Medical School and Hospital for treatment. 


DISCUSSION 


Dr. J. GArpNER Hopkins: I may be wrong, but I think the lesions of livedo 
reticularis are usually confined to the lower extremities and that there are no 
changes in the epidermis, I do not know how to classify these 2 cases. There 
seems to be distinct atrophy of the skin. The picture does not fit in with poikilo- 
derma, but the lesions somewhat resemble that disease. 

Dr. R. H. Ruttson: The cases are very interesting and the cond‘tion 
extremely rare. I do not think I have ever seen anything exactly like it. The 
facial characteristics of 1 of the sisters suggest xeroderma pigmentosum, but the 
patients state that there is no sensitivity to light. 

Dr. Paut E. Becuet: It would be of interest to find out whether Dr. Williams 
has correlated any reports of cases previously presented besides these 2, because 
the lesions do not look clinically like cutis marmorata or livedo reticularis. They 
look like lineae atrophicae except that they are not linear, They are reticulated. 
\s Dr. Hopkins said, there is atrophy. There is also telangiectasia. I think 
Dr. Williams’ designation of livedo telangiectatica is a good one. It would be 
interesting to find out if there have been any other cases reported since. I have 
never seen anything like this picture before. 

Dr. EuGENE F. Traus: Drs. Williams and Herman Goodman (J. A. M. A. 
85:955 [Sept. 26] 1925) presented a paper reviewing the literature and studying 
these 2 cases before the Section of Dermatology and Syphilology at the Seventy- 
Sixth Annual Session of the American Medical Association in May 1925. They 
found about 4 or 5 other cases in the literature which probably could be grouped 
with the 2 that they presented. They divided the cases into three groups: instances 
of (1) cutis marmorata, (2) livedo reticularis idiopathica and (3) livedo reticularis 
symptomatica. The cases presented tonight he classified under the second desig- 
nation, livedo reticularis idiopathica, but suggested a separate title, livedo telan- 
giectatica, as a possible diagnosis. I believe he cited cases of M. S. Thompson, of 
Pollitzer and of Von Lohuizen, which he thought belonged in this group. The 
younger of the 2 girls, I think, shows a definite atrophic condition of the nose. 
It is much sharper than normal, and the facial features are definitely pinched. 
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The older girl does not show that. As to telangiectasia, those vessels blanched 
out readily. Could the condition be congenital telangiectasia? Would that diag- 
nosis be tenable? 

Dr. A. Benson Cannon: I think the members all feel as Dr. Hopkins does 
that the picture in no way resembles livedo reticularis as we are accustomed to 
know that disease. I believe that we all feel confident that the disease from which 
these 2 patients are suffering is a definite clinical entity and that it should fe 
thoroughly investigated by the presenter and the cases re-presented. [ know jo 
one who is better qualified to do this work than Dr. Traub, especially as he j 
familiar with Dr. Williams’ records. 

Dr. Eucene F. Traus: I am sorry these cases had to be presented withoy 
any further work-up. One sister came in accidentally only yesterday with derma. 
titis venenata and was recognized as the girl presented fifteen years ago. 


A Case for Diagnosis (Erythroplasia of Queyrat?). Presented by [x 
Frank C. Comses. 

A. C., a man aged 39, presents a lesion on the glans penis, the corona and the 
under surface of the prepuce. It is of four years’ duration and has not spread 
since its inception. He was seen first in June 1936, at which time he presented 
a well defined erythematosquamous lesion about 2 cm. in diameter, There were 
no subjective symptoms. Although no lesions were present elsewhere, a tentative 
diagnosis of psoriasis was made and a section removed for microscopic examina- 
tion. This showed the lesion to be acanthoma with spongiosis, parakeratosis and 
fusion of the epidermal pegs, consistent with a diagnosis of psoriasis. Further 
treatment was ineffective. Several months ago the lesion seemed to be infiltrated, 
Because of a questionable chancre in 1918 he was given potassium iodide up to 
60 grains (3.88 Gm.) three times a day and seven intramuscular injections of 
0.12 Gm. of bismuth subsalicylate, notwithstanding a negative Wassermann reac- 
tion. A second biopsy specimen was essentially the same as the first, except that 
there was a dense diffuse infiltration high in the region of the papillae, many of 
the cells showing mitosis. Because of the chronicity of the lesion and the lack of 
response to therapy, the diagnosis of malignant growth must be given serious 
consideration. 

DISCUSSION 

Dr. A. BENSoN CANNON: While I do not think the lesion is typical of erythro- 
plasia, I cannot offer a better diagnosis. Usually erythroplasia is more elevated 
and moist and without so much scaling. I think that in a case in which such a 
lesion has lasted so long and has been confined to the same location and the 
histologic study of tissue shows acanthoma, one should consider the lesion a fore- 
runner of epithelioma. If Dr. Combes can rule out the possibility of the con- 
dition’s being due to a drug or to some local irritant, I think he should be justified 
in treating the growth as erythroplasia. 

Dr. Josepu J. Evrer: I am inclined to agree with the tentative diagnosis of 
erythroplasia, although the lesion is not typical. It does not appear moist or 
glistening, and the microscopic picture is not typical either, but I am inclined to 
think this lesion is one of a precancerous dermatosis. 

Dr. Epwarp R. Matoney: I think that diagnosis should be seriously enter- 
tained. The lesion does not look like that condition entirely to me, but I cannot 
think of anything else it could be. Erythroplasia is a good probable diagnosis. 

Dr. Paut E. Becuet: This condition rather closely resembles that in a group 
of cases which have been presented with the diagnosis of erythroplasia of Queyrat. 
As Dr. Combes’ case apparently answers all the specifications for that disease, | 
agree with his diagnosis. 

Dr. Frank C. Compes: I have always felt that the condition was erythro- 
plasia, in contraindication to the original diagnosis of psoriasis, but there have 
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heen eral features against this diagnosis. The lesion has always been dry. 
\ost o| the time it has had a scale on it. Only recently has it had any suggestion 
of a cust and the slightest amount of moisture. Furthermore, the histologic 
sructure did not suggest this diagnosis. I followed in part Dr. B. Lapowski’s 
treatment for erythroplasia (ArcH. Dermat. & Sypu. 33:160 [Jan.] 1936), putting 
the organ at rest and applying boric acid ointment for three months. I shall watch 
iim, and ultimately I hope to give another report. 


Report on a Case of Probable Pemphigus Vulgaris. Presented by Dr. 
Frank C. COMBES. 
A. P., a woman aged 53, was previously presented on Nov. 23, 1937, with a 
Jiagnosis of probable pemphigus vulgaris (ArcH. Dermat. & Sypu. 37:1070 


[June] 1938). 
This patient has been in two hospitals since that presentation. She is now in 
the Grasslands Hospital, Valhalla, N. Y.; she is in bad condition and is rapidly 


losing weight. The diagnosis is still pemphigus vulgaris. 


Report on a Case of Possible Cavernous Angioma of Both Feet. Presented 
by Dr. FRANK C, COMBEs. 

L. S., a girl aged 6 months, was presented previously on Jan. 25, 1938 (Arcu. 
Dermat, & SypH. 38:99 [July] 1938). No definite diagnosis could be made in 
this case. 

The suggestion was made that massage be tried. The right foot now looks 
much better. The left foot is about the same as before, but there is a more pro- 
nounced difference in size now in the two legs. The right leg is definitely larger 
than the left. It looks to me as if the right leg is the abnormal extremity and 
the left the normal one. 


Report on a Case of Dermatitis Herpetiformis. Presented by Dr. EuGenr 

F, TRAUB. 

k. S., a woman aged 69, was previously presented on Oct. 26, 1937 (ArcH. 
Dermat. & Sypu. 37:891 [May] 1938). There was some question about the 
diagnosis of dermatitis herpetiformis in the minds of some of the members. There 
was a history of recurrent attacks of an eruption of large pruritic bullae. The 
patient was admitted to the hospital, and the eruption cleared entirely. She 
remained well only a week or two after discharge from the hospital and is in 
bad shape again, with large bullous lesions. I was still looking for the cause at 
the time of the previous presentation. About a month ago jaundice developed 
without symptoms except the discoloration of the skin. A diagnosis of carcinoma 
of the pancreas was made. She has lost 8 pounds (3.6 Kg.) in the last two weeks 
and is going downhill rapidly. I am told that any operative intervention would 
probably result in her death within six months. 


Report on a Case of Possible Lupus Erythematosus. Presented by Dr. 
Eucene F, Travus. 

J. S., a man aged 39, was previously presented on Feb. 23, 1938, with a tenta- 
tive diagnosis of lupus erythematosus. Erythema elevatum diutinum, erythema 
perstans and sarcoid were suggested. 

The histologic examination suggested erythema elevatum diutinum, I am not 
responsible for the histologic diagnosis. The pathologist stated that lupus erythema- 
tosus and sarcoid could be excluded. Erythema perstans for some reason cannot 
he absolutely excluded. The pathologist has been requested to look over the sec- 
tions again, 

Would the members present be willing to subject this patient to treatment 
with ultraviolet radiation, in view of the questionable diagnosis of lupus 
erythematosus ? 
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DISCUSSION 
Dr. Paut E. Becnet: From my experience | should absolutely adyis, against 
the use of ultraviolet radiation, because I have observed several cases jn whieh 
lupus erythematosus developed after its use. 
Dr. Epwarp R. MALONEY: Personally, I should not object to the use of such 
treatment in this case, because I do not think the condition is lupus erythematosy, 
Dr. A. Benson Cannon: I should not object to the use of ultraviolet radiation 
even if the condition were lupus erythematosus. I think it is a valuable form oj 
treatment. The dose should be small, because if treatment is pushed to the point 
of erythema, there is a strong possibility of precipitating lupus erythematosy 
Dr. Paut E. Becuet: Dr. Cannon is right. It is necessary to evoke erythem, 
to precipitate lupus erythematosus. That erythema doses of ultraviolet radiation 
may sometimes cause the development of lupus erythematosus has been proved oy 
numerous occasions. 


A Case for Diagnosis (Lupus Erythematosus?). Presented by Dr. Pavui & 
BEcuHET. 


Atypical Papulonecrotic Tuberculid. Presented by Dr. Paut FE. Becuyy 


DETROIT DERMATOLOGICAL SOCIETY 
Georce H. Betotr, M.D., President 
April 20, 1938 
Tuomas H. M.D., Secretary 


ArtHur E. Scuitier, M.D., Recorder 


A Case for Diagnosis (Granulomatous Inflammation of the Palate).' 


J. B., a Negro aged 28, states that he has not had syphilis but has had several 
gonorrheal infections within the last four years. He was admitted to the hospital 
in September 1937 for a painless bubo in the left inguinal region of ten days’ 
duration (last exposure one month before). The Frei test gave a positive result. 
A diagnosis of lymphogranuloma venereum was made, and the condition subsided 
under roentgen treatment. At the time of admission no lesions of the oral mucous 
membranes were noted, except moderately hypertrophied tonsils. The patient 
returned on Dec. 20, 1937, complaining of a sore mouth. He had noticed lesions 
for two months but only recently had been troubled by slight tenderness. 

Physical examination shows him to be well developed and fairly well nourished. 
The hard palate presents a granulomatous, easily bleeding surface, with small 
yellowish foci. The borders of the affected area are sharp and run along the 
gingival margin and the border between the hard and the soft palate. Recently 
the disease has been spreading over parts of the soft palate and the external 
surface of the gums. There is slight tenderness. 

Repeated smears showed no acid-fast bacilli, no Donovan bodies and no blasto- 
mycetes. Staphylococci and, on occasion, Vincent’s symbiosis were present. 


1. All the cases except that of Dr. Loren W. Shaffer were presented by 
Dr. Chester A. Doty, Dr. Clyde K. Hasley, Dr. Franz Blumenthal and Dr. H. 
Pinkus, Eloise, Mich. 
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Vou Pirquet’s tuberculin test gave a negative result. The Kahn and the Kline 
test were rep -atedly negative. The Frei test elicited a positive reaction. Roent- 
venograms of the palate showed no destruction of bone. The accessory nasal 
sinuses were clear. A roentgenogram of the chest showed no abnormality. 

The report of a biopsy on Dec. 23, 1937, stated: “The oral mucosa was 


densely infiltrated with leukocytes. In a few spots a more granulomatous infil- 


tration Was present with epithelioid cells, lymphocytes and a few plasma cells. 
The epithelium was partly necrotic, partly hypertrophic and edematous, and 
invaded by leukocytes. No acid-fast bacilli or other parasites were seen, and only 
a comparatively small number of surface organisms were present.” The micro- 
scopic diagnosis was necrotizing granulomatous inflammation of the oral mucosa 
of undetermined source. 

DISCUSSION 

Dr. Uno J. Wire, Ann Arbor, Mich.: I observed a case two or three years 
ago in which granuloma inguinale was associated with similar lesions in the 
mouth. The diagnosis was proved. The pathologic sections shown in the 
present case are suggestive of that disease. 

Dr. Franz BLUMENTHAL, Eloise, Mich.: This case reminds me of one 
presented by Buschke (Zentralbl. f. Haut- u. Geschlechtskr. 39:496, 1932) but in 
that case there was extensive involvement of the cervical glands. 

Dr. LorEN W. SHAFFER: I have seen venereal lesions of this type associated 
with a positive Frei reaction. However, I do not know whether the diagnosis 
in these cases can be proved. I have seen a woman with a button type of lesion 
in the mouth and a positive Frei reaction. I suggest the use of antimony and 
potassium or possibly of sulfanilamide in this case. I have seen some good results 
in cases of multiple sinus formation and rectal involvement in which sulfanilamide 
was used. 


A Case for Diagnosis. 


M. S., a white man aged 61, presents an eruption which has been present for 
ten years, with remissions and exacerbations. He had osteomyelitis of the left 
tibia, which developed in 1932, and osteomyelitis of the right tibia, which started 
in 1937, after an accident. 

Physical examination shows him to be well developed and well nourished, with 
two types of lesions. One type is a large dark red obtuse papule or nodule, from 
0.5 to 1 cm. in diameter, with a smooth shiny surface and of firm consistency. 
The other type is a pinhead-sized papule, flat or slightly obtuse, round or poly- 
hedral and of light red or more livid color. The small lesions occur in groups, 
disappear after from seven to ten days, leaving a slightly atrophic and scaly skin, 
and tend to recur in nearby locations, so that large, ill defined areas of somewhat 
pigmented, erythematous and scaly skin have formed on the sides of the abdomen, 
the inner aspects of the thighs, the arms and elsewhere. The first-mentioned 
large papules occur singly at random and disappear within one or two weeks. 
There is hardly any pruritus. Numerous pigmented nevi and seborrheic warts 
are scattered on the trunk. Postoperative scars are present over both tibias. 
Several almond-sized firm matted lymph nodes are present in both groins. There 
is no enlargement of the other superficial lymph nodes. 

The reaction to the Kline exclusion test was negative. The blood count showed 
4,510,000 erythrocytes and 6,500 leukocytes, with 67 per cent polymorphonuclears, 
21 per cent lymphocytes, 5 per cent monocytes, 1 per cent basophils and 6 per cent 
eosinophils, 

Roentgenograms of the chest and the gastrointestinal tract disclosed no abnor- 
mality. Both tibias and the lower end of the right humerus showed coarse 
trabeculation, apparently the result of chronic infection. Other bones showed no 
pathologic changes. 

The biopsy report stated: “Skin.—Both large and small papules showed 
a diffuse infiltration of the upper third of the corium with large mononuclear cells, 
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small round cells, eosinophilic granulocytes and giant cells of the Sternberg-Reg 
type. Dense perivascular infiltrations of similar composition extended into the 
deep part of the cutis. 

“Inguinal Lymph Node.—Fibrosis and partial substitution by fat tissue were 
combined with follicular hyperplasia and prominence of the reticuloendothelja) 
elements. Scattered eosinophilic cells were present.” 


DISCUSSION 


Dr. Rottin H. Stevens: I am much interested in the roentgenograms oj 
the bones. These show necrcsis and deposits similar to those in a case of Hodg- 
kin’s disease with the initial lesion in the jaw which I have under observation at 
the present time. 


Dr. ArtHuR E. ScuiLter: It is rather difficult to classify this condition 
However, I believe it to belong to the lymphoblastoma group. The patient had 
been working with tar for a long pericd and, as a result, had had a considerable 
amount of cutaneous inflammation at various time. This would lead me to believe 
that the condition is lymphoblastoma. 

Dr. HartHer L. Ketm: I agree with the suggested diagnosis of lympho- 
blastoma. As to type, I believe that the picture is more like mycosis fungoides 
than Hodgkin’s disease. 


A Case for Diagnosis (Seronegative Tertiary Syphilis? 


Lupus Vul- 
garis?). 


-H. C. H., a white woman aged 25, was first seen at the Eloise Hospital on 
Jan. 31, 1938. The tip of the nose was enlarged and club shaped; the lower third 
of the nasal septum was absent, and the interior of the nose was transformed 
into one cavity partly filled with scabs and purulent material. There was a fou! 
oder. The lesion had a raised, somewhat polycyclic border against the normal 
skin of the upper lip. 

There was a slightly infiltrated brownish red plaque 2 by 3 cm. at the right 

. elbow. It was depressed, with a slightly scarred center, a polycyclic papular 
border and adherent scales. 

The left eye presented a markedly injected conjunctiva and sclera and a raised 
oval red lesion 2 by 3 mm., with depressed avascular center, lateral to the cornea. 

The lesion on the nose started six years ago like a cold sore and the lesion 
on the elbow three years ago, after slight trauma. The ocular lesion has recurred 

each January for the last three years and clears within from one to three months. 

The patient has been married five years and has two children living and well. 
She has received varicus forms of treatment for lupus vulgaris and tuberculous 

phlyctenula. Three years ago she received twelve intramuscular injections of a 
bismuth compound and potassium iodide without benefit. 

The Kahn and the Kline reaction were repeatedly negative. Roentgenograms 
of the chest showed a small, centrally placed heart and scarring in the apex 
of each lung and the first interspace. There was no evidence of activity. A 
roentgencgram of the nose showed no destruction of bone. The von Pirquet test 
gave a negative result; the Mantoux test with a 1: 5,000 dilution, a positive 
result. 

Histologic examination of a lesion on the elbow showed several large granulo- 
matous nodes in the upper third of the corium; central coagulation necrosis sur- 
rounded by a wall of epithelioid cells, lymphocytes, some Langhans giant cells 
and occasional plasma cells; dense perivascular infiltration with lymphocytes, and 
many plasma cells in the surrounding parts. 

The patient was given potassium iodide, after which the cutaneous lesions 
seemed to improve, while the eye became much more injected. Potassium iodide 
was discontinued after four days. Treatment with bismuth subsalicylate twice 
weekly and three injections of 6 Gm. of neoarsphenamine caused partial regression 
of the lesions. 
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DISCUSSION 


De. Upo J. Wrz, Ann Arbor, Mich.: I should like to advance the diagnosis 
oj tuberculosis rather than seronegative tertiary syphilis. The lesion on the arm 
impresses Me more as granuloma annulare than a syphilitic lesion, and the lesion 
of the nose is entirely consistent with tuberculosis. Furthermore I think the 
microscopic picture is much more compatible with tuberculosis than with syphilis. 


Dr. A. R. Woopsurne, Grand Rapids, Mich.: Another point in favor of lupus 
vulgaris is the marked ulceration of the soft tissues, with no evidence of involve- 
ment of the bones of the hard palate or nose. In my opinion, if the condition 
were tertiary syphilis, the cartilage and bone would show much more destruction. 

Dr. Rosert C. JAMIESON: I saw this patient a few years ago when she had 
both types of lesions, and came to the conclusion that the condition was tuber- 
culosis. A roentgenogram of the chest showed evidence of tuberculosis. I believe 
syphilis can be ruled out, because the patient has had six injections of a bismuth 
preparation intramuscularly, with slight improvement. 


Bowen’s Dermatosis and Multiple Basal Cell Epithelioma. 


R. McK., aged 64, had basal cell epithelioma of the forehead and abdomen 
treated with radium in 1934. The lesions had been present in the two locations 
seven and five years, respectively. 

At present there is ulceration near the center of the forehead, and at the base 
necrotic bone is exposed. A recent biopsy showed degenerative changes due to 
irradiation, but no malignant tissue. Another ulceration on the abdomen, near the 
umbilicus, shows basal cell growth at the edge, in addition to radium dermatitis. 

In addition to numerous small seborrheic verrucae, there are a ring-shaped 
lesion 2 by 3 cm. on the left thigh and one on the right side of the chest. The 
center is clear, while the edge is formed by flat papules with adherent grayish 
brown dry scales. 

The biopsy report stated: “Circumscribed parts of the epidermis were acan- 
thotic, with plump rete pegs. The rete cells were of irregular size, shape and 
arrangement. There were giant cells with single large hyperchromatic nuclei 
or multiple small ones. There were mitoses and keratinization of individual cells. 
The cutis contained a dense small round cell and plasma cell infiltration.” The 
microscopic diagnosis was Bowen’s dermatosis. 


Tinea Amiantacea. 


A. O., a white woman aged 40, is a patient in the psychopatic service of 
the Eloise Hospital. On admission, in September 1936, lesions were noted on the 
scalp; these have resisted treatment. 

Physical examination shows the patient to be pale and fairly well nourished. 
The hairs on large parts of the scalp, mostly over the ccciput, are matted together 
by thick, adherent creamy yellow asbestos-like scales, which form a sheath around 
groups of hairs for a distance of from 1 to 3 cm. from the scalp. They can be 
removed, though with difficulty, as a cheesy mass, leaving the hair intact and 
exposing a sightly reddened, seborrheic-looking skin. No fundi are present in the 
scales. 

The Wassermann reaction of the blood was negative. The other physical 
findings are irrelevant. 
DISCUSSION 


Dr. Franz BLUMENTHAL, Eloise, Mich.: Tinea amiantacea was first described 
by Albert in 1833, as a special form of asbestos-like scale formation cover- 
ing the scalp. The scales are dry and arranged like tiles and result from a 
lack of fat due to atrophy of the sebacecus glands. Inflammatory changes are 
mostly absent. Sabouraud, Darier and others have expressed the belief that tinea 
amiantacea is a special form of eczema. Gougerot classified it as a dermo- 
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épidermite microbiennc. Friedman demonstrated yeastlike organisms.  Qther 
authors have suggested a relation to keratosis follicularis. 


Psoriasis of the Oral Mucosa; Pigmented Psoriasis. 


K. K., a white man aged 42, first noted an eruption similar to that now present 
sixteen years ago. Since that time cutaneous lesions have been present constantly 
with exacerbations during the winter and recessions during the summer. The 
lesions are darker during the summer. No similar disease is present in the family. 
Antipsoriatic local treatment has been effective on several occasions. : 

Physical examination shows the patient to be well developed and well nourished, 
The mucous surface of almost the entire lower lip shows a granular surface and 
exfoliation of irregular grayish white moist scales, which are adherent. Remoyal 
of the scales produces slight bleeding. There is hardly any infiltration. The oyt- 
line of the lesion is sharp. It extends into the vermilion border of the lip in some 
places but does not affect the skin. No lesions are present on the face. The oral 
hygiene is poor. The patient has paid no attention to the oral lesion. 

Distributed over the scalp, trunk, buttocks and extensor surfaces of the arms 
and legs are more than a dozen slightly infiltrated plaques from 1 to 4 em. in 
diameter, round or polycyclic, with sharp outline and covered by silvery scales, 
The fresh lesions are bright red or slightly yellowish red, while the older plaques 
are dark reddish brown or copper colored. Removal of the scales produces bleed- 
ing points. The lesions leave pigmented spots on healing. There are no sensory 
changes. 

The Kahn and the Kline reaction were negative. 

Biopsy of the oral mucosa showed slight perivascular round cell infiltration, 
elongation and edema of the papillae and marked hypertrophy and intracellular 
edema of the epithelium, which was covered by compressed nucleated horny 
lamellae. No keratohyalin was present. 

The cutaneous lesions showed the typical features of psoriasis, except for an 


unusually large amount of granules of pigment in the dendritic cells of the basal 
epidermal layers. 


Psoriasis Guttata of the Skin and Oral Mucosa. 


E. E., a white boy aged 13, has had psoriatic lesions as long as he can 
remember. The lesions recede in the summer. In the past two months he has 
. had an unusually extensive eruption over the entire body, including the scalp and 
face. The father has psoriasis. One brother had similar lesions at 11 years of age. 

Physical examination shows him to be well developed and well nourished, with 
patches of chronic psoriasis at the elbows, knees and back, extensive involvement 
of the scalp and disseminated papulosquamous lesions on the extremities, trunk 
cand forehead. The lesions have a mica-like scale, the removal of which produces 
bleeding points. 

On the right side of the buccal mucosa opposite the lower alveolar margin 
are three isolated papules, the largest one 6 by 8 mm., slightly raised, creamy 
white and with a rough horny surface. These lesions have been present for two 
months. There are fissuring and scaliness of the vermilion border of the lips, but 
there are no psoriatic lesions of the skin near the mouth. 

The Wassermann reaction was negative. The rest of the physical findings 
were irrelevant. 

Biopsy of the oral mucosa showed hypertrophy and edema of the epithelium, 
which was covered by compressed parakeratotic lamellae. The papillae were 
long and edematous. There was a small amount of round cell infiltration in the 
papillary body and an occasional accumulation of pyknotic leukocytes between the 
exfoliating horny layers. No keratohyalin was present. 
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DISCUSSION 

Dx. F. R. MeENAGH (by invitation): I believe this case is one of psoriasis ot 
the mucous membranes. The condition is not common, but it has been seen. This 
condition would seem to fit the description, and the sections are characteristic of 
psoriasis. 

Dr. H. Pixxus, Eloise, Mich.: Only histologic examination can decide 
whether a suspicious lesion of the oral mucosa of a psoriatic patient is leukoplakia 
or some other incidental change or a true manifestation of psoriasis vulgaris. 
Biopsy of the mucous membranes in the 2 cases presented today showed an almost 
identical picture, approaching that of psoriasis of the skin as closely as one can 
reasonably expect. It certainly permitted the exclusion of leukoplakia, lichen 
planus and lupus erythematosus. The main differential points against these three 
conditions were the surprisingly small amount of cellular infiltration in the mucosa 
propria and the complete lack of keratohyalin and true keratin in the sections. In 
favor of psoriasis were the piling up and exfoliation of compressed parakeratotic 
lamellae, the marked edema of the epithelium and the papillary body and the 
elongation of the papillae, which almost reached the parakeratotic layers. In the 
second case also there were microabscess-like accumulations of leukocytes in 
the stratum corneum. 

Dr. HartHer L. Ketm: As usual, the clinical differentiation of parakeratotic 
lesions of the mucous membranes is unsatisfactory. This, however, is not true 
of the microscopic picture of the oral mucosa presented in these 2 cases of psoriasis, 
which was unquestionably characteristic, if not diagnostic, of psoriasis. It is my 
conviction that biopsy of suspected mucosal lesions in more cases of psoriasis will 
demonstrate that psoriasis of the oral mucosa is not a dermatologic rarity. 

Dr. FrANz BLUMENTHAL, Eloise, Mich.: In the 2 cases presented the oral 
lesions are entirely separated from the skin. Psoriasis of the mucosa has been 
described rarely. In 1932 I presented a case before the Berlin Dermatological 
Society, which was later reported in full (Zentralbl. f. Haut- u. Geschlechtskr. 41: 
191, 1932). 


Syringocystadenoma Multiplex. 


D. K., a white woman aged 24, first noted lesions on the lower eyelids at 14 
years of age. Gradually small papules appeared on the neck and chest in increasing 
numbers. No lesions have disappeared spontaneously. No other member of the 
immediate family has a similar condition. 

Physical examination shows her to be well developed and well nourished, with 
many smooth globoid skin-colored nodules varying in size from that of a pinpoint 
to that of a pinhead, on the neck, chest and abdomen. On the lower eyelids there 
are confluent, slightly elevated small plaques of fawn color. All are soft. The 
lesions do not cause any symptoms. On the left lower quadrant of the abdomen 
is an egg-sized macular telangiectatic nevus. 

The Kline exclusion test gave a negative result. 

Biopsy showed the upper third of the corium to contain numerous small cysts 
and solid strands of epithelial cells resembling the cells of sweat ducts. 


DISCUSSION 
Dr. Uno J. Wire, Ann Arbor, Mich.: The unusual feature in this case is the 
location of syringocystadenoma in the areas involved usually by xanthelasma of 
the eyelid. A diagnosis would have to be made by microscopic examination, as 
the lesions are not typical clinically. 


Pityriasis Rubra Pilaris. 


R. M. R., a white girl aged 9 years, was noted to have crimson palms one 
morning in August 1937. The hands and feet became involved during that day 
and remained so for one and one-half weeks. Then a follicular pinpoint scaling 
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occurred over the entire body. Early in October 1937 the scaling became confluent 
involving the outer part of the skin and the nails. There was never any pruritys 
pain or tenderness. 5 

Physical examination at the time of admission, on Jan. 31, 1938, showed the 
girl to be well developed and fairly well nourished, with a uniform dry erythema. 
tous exfoliation of the skin of the entire body; there was intensification of the 
lines of cleavage. The hair on the scalp was sparse. There were plantar and 
palmar lamellar hyperkeratosis, subungual hyperkeratosis, longitudinal  striatioy 
of the distal ends of the nails and beginning ectropion of the lower eyelids. The 
visible mucous membranes were not affected. There was no pruritus. There 
was moderate firm enlargement of all superficial lymph nodes. The tonsils were 
septic. The liver and spleen were not enlarged. With partial regression of the 
thick scales, follicular papules with central dark horny plugs have become apparent 
on the dorsal surface of the fingers and on the knees and the lower parts of the legs, 

The Kahn and the Kline reaction were negative. Urinalysis showed no abnor- 
mality. A blood count on March 28, 1938, showed 11 Gm. of hemoglobin, 3,960,000 
erythrocytes and 8,900 leukocytes, with 52 per cent polymorphonuclears, 27 per 
cent lymphocytes, 12 per cent monocytes and 9 per cent eosinophils. The basal 
metabolic rate on Jan. 31, 1938, was —23 per cent; on February 28, —5 per cent, 
and on April 7, —5 per cent. The cholesterol content of the blood on January 29 
was 222 mg.; on February 28, 167 mg., and on March 26, 250 mg. per hundred 
cubic centimeters. 

The therapy consisted of administration of % grain (0.03 Gm.) of thyroid 
three times a day, tonsillectomy, a high vitamin diet, medication with gonadotropic 
substance from the urine of pregnant women and symptomatic care. 

Biopsy, on Feb. 1, 1938, showed, in the skin, uniform parakeratosis, elongation 
of the rete pegs and edema of the papillae. There was a scant perivascular round 
cell infiltration of the papillary body. The microscopic diagnosis was exfoliative 
dermatitis of pityriasis rubra (Hebra) type. Biopsy of an inguinal lymph node 
showed reactive hyperplasia and no evidence of lymphoblastoma. 

On April 14, 1938, biopsy showed the epidermis to be moderately hypertrophic, 
with several layers of keratohyaline cells and a thick scale of non-nucleated horny 
layers. There were but occasional spots of parakeratosis. The ostiums of the 
hair follicles were funnel shaped and filled with horny plugs. A small amount of 
perivascular round cell infiltration was present in the upper strata of the corium. 
The microscopic diagnosis was pityriasis rubra pilaris. 


DISCUSSION 


Dr. Greorce H. Betote, Ann Arbor, Mich.: I am inclined to agree with the 
diagnosis, although the picture is somewhat unusual. I suggest therapy with 
mercury, arsenic and roentgen rays. I do not consider the condition as hopeless 
as many of the textbooks state. I have observed a good response in at least 
2 recent cases. 

Dr. Upo J. Wire, Ann Arbor, Mich.: I have lately had to change my concep- 
tion of pityriasis rubra pilaris. In cases such as this one and those observed in 
foreign clinics the outlook is ordinarily hopeless. In the past few years, however, 
I have observed a number of cases of abortive and generalized disease in which 
a complete recovery was made. I had 2 such cases under observation at the same 
time, 1 in a child and 1 in an elderly lady. The distribution, follicular character 
and exfoliation were entirely typical. Recovery in both instances occurred within 
a few months, during treatment including sulfur baths, mild irradiation and 
internal use three times a day of % grain (0.03 Gm.) of arsenic trioxide and 
¥ grain (0.013 Gm.) of protoiodide of mercury. 


Disseminate Tuberculosis of the Face (Mixed Type). 


D. B., a white woman aged 35, was first seen in the Eloise Hospital, Eloise, 
Mich., in 1936, when a diagnosis of rosacea-like tuberculid and congenital syphilis 
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neal opacities due to keratitis parenchymatosa was made. At that time 
rocritgenograms of the chest disclosed some deposits of calcium in both hili, but no 
evidence of an active process. 

fhe Kahn and the Kline reaction were positive. The tuberculin (Mantoux) 
tests gave negative results with a concentration of 1: 500 and positive results with 
4 1:20 concentration. 

Potassium iodide given as part of the antisyphilitic treatment caused a flare-up 
of the cutaneous lesions; these later regressed under ultraviolet therapy. 

At present dark red papules, varying in size from that of a pinhead to that of 
a pea, many of them having a necrotic yellow central core and covered by a scale, 
are scattered over the cheeks and forehead. Some deeper-seated nodules are 
present. There are many old depressed scars, few telangiectases and no comedos. 

The reaction to the von Pirquet and to the Mantoux (1: 5,000) test were negative. 

Biopsy on Feb. 2, 1937, showed a rather extensive, sharply defined infiltration 
composed of epithelioid cells, lymphocytes, some plasma cells and occasional giant 
cells in the upper third of the corium between the well preserved cutaneous 


appendages. 
DISCUSSION 

Dr. G. WARREN Hype: I agree with the diagnosis and should like to report 
marked improvement following the use of sodium gold thiosulfate in a case of 
similar involvement. 

Dr. Howarp J. Parkuurst, Toledo, Ohio: In my opinion this condition is 
not disseminate tuberculosis of the face but rosacea-like tuberculid of Lewandowsky. 

Dr. FRANZ BLUMENTHAL, Ann Arbor, Mich.: We have chosen this diagnosis 
because the picture has changed during our observation. When we first saw the 
patient, one and a half years ago, there was the picture of rosacea-like tuberculid. 
She came back some weeks ago showing the characteristics of lupus miliaris faciei. 
Today, after an interdermal injection of 0.1 cc. of old tuberculin diluted to 1: 10, 
the picture changed back to rosacea-like tuberculid, owing, I believe, to a 
Herxheimer-like reaction. 

Dr. R. A. C. WoLLenserG: Despite the sections, in my opinion the condition 
is rosacea, rather than tuberculosis. 


Paget-Like Disease of Circumanal Skin and Carcinoma of the Rectum. 


A. A., a Negro aged 57, who had had buboes in 1910 and chancre in 1918, 
noticed soreness and itching around the anus two years ago. Two months later 
he began to pass blood in his stools. Eighteen months ago he noted a firm swelling 
in the left groin. He was treated in the City of Detroit Receiving Hospital for 
anal fissuring and bleeding hemorrhoids. He was first seen in the surgical service 
of the Eloise Hospital, Eloise, Mich., in February 1937, when he complained of 
pruritus ani and difficulty in passing stool. He had lost 8 pounds (3.6 Kg.) in 
three months. The skin around the anus showed loss of pigment, reddening, 
erosion and fissuring. A few anal tags were present. There were tenderness and 
spasm of the anal sphincter. The left inguinal nodes were enlarged and tender, 
but not fluctuant. Proctoscopic examination met difficulties; an easily bleeding 
rectal mucosa was revealed. The Frei test gave a positive result. The patient 
was discharged with a diagnosis of rectal stricture due to lymphogranuloma 
venereum, 

Physical examination shows the man to be somewhat emaciated, with wooden 
hard, matted nontender bilateral inguinal glands ranging in size up to that of a 
walnut. The skin for a distance of 2 cm. around the anus is denuded, bright red, 
velvety and moderately infiltrated and exudes a serous fluid. The borders of the 
lesion are sharp. The anus is constricted, fissured and tender and does not permit 
the passing of a finger. Other findings are irrelevant. 

_ A week ago colostomy had to be performed. At operation an infiltrating car- 
cinoma of the rectum was found to extend from the anus to the sigmoid flexure, 
with metastasis to the retroperitoneal lymph nodes and the liver. 
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The Kline exclusion test gave a negative result. 
Biopsy of a section across the border of the cutaneous lesion showed acanthosis 
and, in parts, atypical proliferation of the epidermis, which contained numerous 
large clear cells without fibrils. These cells were single or formed small and large 
groups; some of them were in mitosis. The superficial layers of the corium cop. 
tained a rather dense infiltration with small round cells and plasma cells, Nea; 
the anal end of the specimen there were large clumps of cuboid carcinoma celjs 
deep in the cutis. Mucicarmine stain revealed mucin in the large intraepiderma| 
cells and in some of the tumor cells. Biopsy of a lymph node showed metastatic 
carcinoma, fairly undifferentiated. Some signet ring cells were present. 

The patient received high voltage roentgen therapy to the anus and the inguinal 
nodes. 
DISCUSSION 


Dr. Upo J. Wire, Ann Arbor, Mich.: I do not believe it is well to speak of 
cases like this as instances of Paget’s disease. It seems to me better to limit 
Paget’s cancer to lesions of the nipple. The case, however, is well worth dis- 
cussing as one of cancer simulating Paget’s disease. There is an eczematoid 
weeping moist patch which might easily be mistaken for an inflammatory con- 
dition rather than a neoplasm. The condition is like erythroplasia of Queyrat, 

Dr. S. E. Goutp (by invitation): I think there is a slight difference of 
opinion between Dr. Pinkus and me in this case. He believes the condition to be 
Paget’s disease, while I am of the opinion that it is a transitional cell carcinoma. 
The inguinal lymph nodes show metastasis, which speaks for involvement of the 
anal region rather than of the rectum. Dr. Pinkus has made some special stains 
and believes he is able to demonstrate some mucin. 


Dr. H. Pinxus, Eloise, Mich.: It seems to me that the difference of opinion 
between Dr. Gould and me is really not so great and that the question of Paget's 
disease or metastatic carcinoma is more or less one of nomenclature. To me the 
most interesting aspect of this case is the peculiar biologic phenomenon of the 
close symbiosis of the epidermis and the cancer cells of extraepidermal origin 
over a prolonged period. Paget’s disease of the nipple is the most frequent and 
best known example of such symbiosis. In the majority of cases so-called extra- 
mammary involvement is probably Bowen's disease or superficial epidermoid car- 
cinoma, but in a number of cases—probably not more than two dozen—apparently 
cancer of some cutaneous gland or of a mucous membrane bordering the skin takes 
the role of the mammary carcinoma and produces a similar clinical and histologic 
picture. I think one can well apply Paget’s name to all instances of this singular 
phenomenon of intraepidermal growth of extraepidermal cancer. Whether the 
malignant change in our case has occurred in the rectal or in the anal epithelium 
appears unimportant, but the presence of mucin and the absence of any keratiniza- 
tion favor the diagnosis of carcinoma recti. 


Dr. S. E. Goutp (by invitation): Recently I had the opportunity to meet 
Dr. Robert Muir, who was visiting in this country, and to view some of his 
beautiful colored slides of Paget’s disease. I asked him about the occurrence of 
extramammary Paget’s disease, and he said “There is no such thing.” Now, in 
this case Dr. Pinkus and I have agreed on the diagnosis of an intraepidermal type 
of carcinoma, but I have the feeling that the condition originated in the anus and 
not in the rectum. The studies, however, are being continued in this case. 


Dr. Georce H. Betote, Ann Arbor, Mich.: I think this case is extremely 
interesting, and the members might battle the rest of the evening without arriving 
at any conclusion. Frankly, I have always felt that an error has been made when 
extramammary Paget’s disease is reported. However, I confess that I have been 
greatly influenced by the work of Pautrier, which we all recognize as of high 
grade and authentic. When I see a report in the literature of extramammary 
Paget’s disease, I think “maybe,” but I do not believe the diagnosis. No one 
could disagree with a diagnosis of carcinoma in this case, but I am not certain 
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that | saw any typical Paget cells. Clinically, this picture approaches Paget's 
discase as closely as any I have ever seen. I am still in doubt, however, as to 
whether there is any such thing in this location. 


Naevus Anaemicus. 

|. P., a white man aged 47, is an inmate of the psychopathic division of Eloise 
Hospital, Eloise, Mich., because of a depressive state. 

Physical examination shows, extending on the left anterior wall of the chest 
from the clavicle to the fourth rib and along the mesial aspect of the left arm, an 
area occupied by white, partly confluent spots varying in size from that of a palm 
to that of a finger nail. The skin in these spots is not altered in consistency, and 
there is no scaling. The border against the surrounding skin is sharp. The lesion 
extends but little beyond the midline of the body. The surrounding skin presents 
nume‘ous fine telangiectases and a pronounced arc of coarse telangiectatic vessels 
along the costal margin on both sides of the body. Rubbing of the skin produces 
no erythema in the affected areas. Diascopic pressure obliterates the difference 
between normal skin and the lesion. 

The Kahn and the Kline reaction were negative. Results of the remainder of 
the physical examination were irrelevant. 

DISCUSSION 

Dr. HartHer L. Ketm: Unfortunately, no history concerning the probability 
of a preexisting inflammatory process could be obtained from the patient. The 
border, while characteristically irregular, does present in its entirety a zone of 
mild erythema. The vitiligo-like area, on close inspection, shows some slight 
desquamation and superficial atrophy. From these clinical aspects of the lesion 
| feel that the possibility of depigmentation following an inflammatory process 
such as a splash burn has to be considered in arriving at a differential diagnosis. 

Dr. George H. Betote, Ann Arbor, Mich.: Dr. Keim will agree that the 
picture probably represents multiple nevi? 

Dr. FRANZ BLUMENTHAL, Ann Arbor, Mich.: In this case naevus anaemicus 
is of wide extension but composed, as usual, of small foci. The so-called positive 
and negative phenomena described by H. Voerner (Arch. f. Dermat. u. Syph. 
82:391, 1906) can be easily demonstrated. The white spots do not become red 
when rubbed, and the difference in color of the surrounding area disappears under 
pressure. In such nevi there are no changes in the structure of the blood vessels. 
Probably the spots are caused by a disturbance of the local autonomic innervation ; 
therefore, transplanted skin retains its anemic character in the new area. 


Bourneville-Pringle’s Disease in Patient Whose Right Eye Was Enu- 
cleated Because of Intraocular Tumor. 

A. S., a white man aged 21, a hospital employee, had the right eye enucleated 
because of an intraocular tumor when he was 16 months of age. Cutaneous lesions 
appeared first at 5 years of age and have multiplied. Progress in school was 
normal up to the eighth grade. No similar disease is present in the family. His 
intelligence quotient was 80. 

Physical examination shows the patient to be well developed and well nourished. 
The central parts of the face are studded with firm yellow, brown or brownish red 
papules varying in size from that of a pinhead to that of a lentil. A fawn-colored, 
firm, bandlike tumor, 1 cm. wide and 1.5 cm. elevated, extends from the middle 
part of the forehead well into the hair on the right side. 

The right eye has been replaced by a prosthesis; the left eye is normal. The 
gums present numerous partly pedunculated firm tumors. 

Scattered over the neck and trunk are numerous flesh-colored papules and 
plaques, asymmetric in distribution, single or in groups of partly segmented outline 
and ranging in size from a few millimeters to more than 1 cm. The surface is 
puckered (like shagreen leather) and firm. There are a few small pedunculated 
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tags of skin and four or five white spots of rather sharp outline resembling 
naevus anaemicus with added loss of pigment. Other physical findings ar 
irrelevant. 

Roentgen therapy had no effect on the early lesions. Solid carbon dioxide 
(used in Dr. Wile’s department eight years ago) has lastingly destroyed the 
tumors in two small areas on the face. 

Roentgen examination of the skull showed no evidence of intracranial tumor 
formation; that of the bones and of the chest, no tumors. The Kahn and the 
Kline reaction were negative. 

Biopsy of two papules from the nasolabial fold and the chin, a tag of skin 
from the clavicular region and a flat tumor from the chest showed the structure 
of capillary angiofibroma. There was no evidence of hypertrophy of the sebaceous 
glands and no neurofibromatous changes. 


Lymphedema of the Upper Lip. 


G. A., a white man aged 30, noted a swelling of the upper lip when he awakened 
one morning in May 1926. It subsided completely in three days. In October 1926, 
during a mild cold, a nonpainful, lemon-sized swelling of this lip appeared. It 
decreased to the present size in three months. Since that time the lip has swollen 
during some colds to the size of a lime. Roentgen and radium irradiation, 
diathermy and administration of serums produced no decrease in the size of the 
lesion. The patient had measles and mumps in childhood. A sister has hay fever ; 
a brother has psoriasis. The remainder of the history is noncontributory. 

Physical examination shows the patient to be well developed and well nourished, 
with a lime-sized soft doughy nontender nonpainful swelling of the upper lip. 
There is good growth of hair on the lip. The vermilion border has some telan- 
giectasis. 

The Kline exclusion test gave a negative result. 


Lymphedema of the Eyelids; Recurrent Erysipelas; Congenital Syphilis. 


S. B., a white boy aged 14, has had gradual diminution of vision for nine years. 
Six years ago masses on either side of the neck developed. These were incised, 
and they drained for two years. The eyelids began to swell four years ago, and 
the swelling progressed without remission. Three years ago an ulcer developed 
on the left shin. The left arm was broken and healed with deformity four years 
ago. He has never had antisyphilitic treatment. The parents and three siblings 
are allegedly living and well. 

Physical examination in October 1937 showed him to be underdeveloped, fairly 
well nourished and of low intelligence (mental age 8 years, I. Q. 57). Puffy 
swelling of the eyelids occludes the left eye entirely and the right eye partially. 
The consistency of the tissue is doughy; there is no pitting. There is clouding 
of both corneas. The nasal bridge is absent and the frontal bosses prominent. 
There is an oblong medial cleft in the hard and soft palate, about 1 cm. wide. 
There are no Hutchinson teeth, but several mulberry molars. Irregular starry 
scars at both sides of the neck extend upward to the auricles. There is chronic 
otitis media, with resulting partial deafness. The fourth finger of each hand is 
slightly shortened. The left elbow is fixed in moderate flexion. There is an ulcer, 
with foul-smelling discharge, on the upper third of the left shin. The liver is 
enlarged 2 fingerbreadths beneath the costal margin. The spleen is palpable. 

The Kahn and the Kline reaction were positive; the reaction of the cerebro- 
spinal fluid was negative. Roentgenograms showed an absence of the outer plate 
of the frontal bone. The right humeral shaft was widened, with irregular trabecu- 
lation. The metacarpal bones of both ring fingers were shorter than normal. 
There were calcified glands in the left cervical region, There was some enlarge- 
ment of the spleen. Within the liver was a mottled calcium deposit. The upper 
third of the left tibia was sclerosed, with periosteal thickening. 
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The patient was given antisyphilitic therapy and has received continuous courses 
of iodobismitol with saligenin and neoarsphenamine. While he was in the hos- 
pital, three attacks of erysipelas, starting in the left ear and involving the eyelids, 
were observed. Attacks were mild and were controlled with sulfanilamide. The 
ulcer on the leg has healed. A plastic operation was performed on the left eye 
ten days ago. 

DISCUSSION OF TWO PRECEDING CASES 

Dr. Upo J. Wire, Ann Arbor, Mich.: The lesions of the latter patient are 
readily explainable on the basis of congenital syphilis. It is common to see gum- 
matous dacryocystitis as a manifestation of congenital infection, particularly in cases 
of involvement of the small bones of the head. The dacryocystitis causes a definite 
lymphatic block and gives rise to the edema which is invariably present. 

Dr. F. R. MeENAGH (by invitation): The man with edema limited to the upper 
lip is of particular interest to me. In 1933, G. B. New and W. A. Kirch (J. A. 
M. A. 100:1230 [April 22] 1933) reported 67 cases of permanent localized edema 
about the face and lips that had been observed at the Mayo Clinic. They expressed 
the belief that they were describing a new clinical entity. They noted that many 
of the patients had Bell’s palsy associated with the onset. A number had migraine. 
They stated that they did not believe the edema was associated with allergic 
manifestations, as none of their patients, who were given allergic surveys, showed 
evidence of hypersensitiveness. In discussing this paper, Dr. Pusey stated that 
the condition was essentially an elephantiasis nostras and that the whole picture 
was due to recurring infection in the lips and nose. 

I have recently followed a patient with edema of both lips for over a year. 
The onset was associated with Bell’s palsy, and regularly recurring migraine 
developed. This picture had been present for nine years. He did prove to be 
allergic, and while I was able to stop his migraine and decrease the number of 
acute attacks of edema, the permanent edema was unchanged. A plastic operation 
was successful after the acute attacks had subsided. 

The patient presented here belongs to the same group. He has the typical 
localized edema, and there is a history of recurring localized infection. In addition, 
he gives a history of allergy. It seems reasonable to believe that this picture is 
a variety of elephantiasis nostras, in which recurrent localized infection is an 
important factor, but that allergy may also play a part, particularly in the charac- 
teristic localization. 

Dr. RutH Herrick: Could the condition be due to a neurovascular disturbance ? 
The patient comes from a family who have hay fever and asthma and is entitled 
to a neurovascular manifestation on that basis. 


A Case for Diagnosis (Parapsoriasis Lichenoides et Varioliformis?). 
Presented by Dr. LorEN W. SHAFFER. 


C. R., a Mexican aged 19, has had no relevant past history. There have been 
no previous cutaneous diseases. 

The present eruption began about eighteen days ago on the forearms. He now 
has a generalized polymorphous eruption consisting of closely set macules, papules 
and occasional pustules, with marked pigmentation in the older lesions leading to 
dry crusts that flake off without leaving scars. The lesions are pea sized. There 
are no symptoms. There are a few papules on the palms. The patient states 
that he has not used drugs. There is no evidence of a primary lesion, of mucosal 
lesions or of adenitis, except in the left inguinal region. New lesions are still 
developing. 

The Wassermann reaction was negative. 


DISCUSSION 


Dr. Cuester A. Doty: My first impression of this case was of pustular 
secondary syphilis. However, the patient states that the lesions appeared first in 
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groups as vesicles and that they itched. Examination reveals pustules, some 
crusted and some hemorrhagic and superficial; when removed they leave a free 
base. I believe this condition falls in the classification of pityriasis lichenoides et 
varioliformis. 

Dr. Greorce H. Betote, Ann Arbor, Mich.: The case is extremely interesting 
and rare, as far as I am concerned. I think I have observed only 2 such cases at 
Ann Arbor. 

Dr. Uno J. Wire, Ann Arbor, Mich.: The picture appears to me typical of 
parapsoriasis lichenoides et varioliformis. 


NEW YORK ACADEMY OF MEDICINE, SECTION OF 
DERMATOLOGY AND SYPHILIS 


Louis CHarcin, M.D., Chairman 
April 5, 1938 


Harry C. Saunpers, M.D., Secretary 


A Case for Diagnosis (Atypical Psoriasis?). Presented by Dr. Henry 
D. NILEs. 

J. T., a man aged 39, is presented from the Skin and Cancer Unit of the 
New York Post-Graduate Medical School and Hospital because of a generalized 
eruption of five weeks’ duration. From Nov. 14, 1937, to Feb. 10, 1938, he suffered 
from an infection of the left thumb. Six weeks ago a lesion developed on the 
right forearm, which he covered with adhesive tape. When this was removed, 
there was a red vesicular itchy patch. A few days later a similar patch appeared 
on the left shoulder. One week after this, a more or less generalized eruption 
developed which itched intensely. The patient states that he has taken no drugs 
except liquid petrolatum. He has received no treatment except administration of 
some effervescent tablets by mouth. During the past week he has taken agarol. 
In the past two weeks new lesions have appeared on the legs. 

The patient presents a more or less generalized eruption consisting of many 
red, edematous, crusted and scaly patches ranging in size from that of a pinhead 
to that of a dollar. There is only slight scaling on the scalp. The nails are not 
involved. 

The Wassermann and the Kahn test were negative. Urinalysis showed no 
abnormality except a slight trace of albumin. Histologic examination showed 
acanthosis and parakeratosis, thinning of the suprapapillary ridges and some 
vesicles in the prickle layer. There were enlargement and clubbing of the papillae, 
and the granular layer was absent. 


DISCUSSION 


Dr. GeorGE C. ANpREws: I think the members should be careful in making 
a positive diagnosis of psoriasis in this case. The appearance of the eruption is 
not at all typical. The history shows that one patch on the left shoulder was 
present for a week or ten days, before the other patches developed. The lesions 
are chiefly on the trunk and are oval and arranged somewhat segmentally along 
the lines of the ribs. I believe the eruption is atypical pityriasis rosea, somewhat 
eczematized by the things this man has done for it. 

Dr. Henry D. Nires: My two tentative diagnoses were pityriasis rosea and 
psoriasis. However, Dr. Fraser studied the sections carefully, and in his opinion 
they showed typical psoriasis and nothing suggesting pityriasis rosea. 
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Chancre of the Lip Resembling Epithelioma. Presented by Dr. A. Benson 

CANNON. 

P. G., a man aged 52, is presented from the New York City Hospital because 
of a lesion on the upper lip of three and one-half months’ duration. He was 
admitted to the hospital on March 14, 1938, with a reddened nonulcerated pain- 
less tumor of the left side of the upper lip, a painless gland under the chin on the 
left side and jaundice. The tumor was said to have developed overnight to the 
size of a hazelnut. The gland under the chin was noted at about the same time. 
The tumor has been painless and has never ulcerated. A local physician put a 
needle into the tumor mass. Another physician made a diagnosis of hard chancre 
and made a Wassermann test, which was reported as 4 plus. He then sent the 
patient to the Board of Health. There he received intravenous and intramuscular 
injections. There is no history of dark field examination. After the ninth injec- 
tion the patient became nauseated after eating, and after the eleventh injection 
jaundice developed. The lesion on the lip became smaller, and the gland was 
reduced in size one half during antisyphilitic therapy. However, since he was 
admitted to the hospital, there has been a slight increase in size. 

Examination shows on the left side and outer extremity of the cutaneous sur- 
face of the upper lip a nodule about 1 cm. in diameter, elevated about 0.25 cm., 
somewhat dome shaped and firm, having a smooth surface and pearly color and 
showing telangiectatic blood vessels coursing through the lesion. There is no 
surrounding redness or infiltration of the skin. The submental glands are enlarged, 
the larger one being 1.5 cm. in diameter and the smaller one the size of a large 
pea, subcutaneous and not tender. 

A blood count showed 4,100,000 red blood cells and 7,750 white blood cells, 
with 65 per cent polymorphonuclears, 17 per cent transitional cells, 12 per cent 
lymphocytes, 1 per cent monocytes and 5 per cent eosinophils. Urinalysis showed 
no abnormality. Chemical analysis of the blood showed 22 mg. of nonprotein 
nitrogen and 83 mg. of sugar per hundred cubic centimeters. The icteric index 
was 105 on March 14 and 45 on March 28. Histologic examination showed 
granuloma, probably syphilis. 

The patient has been given daily doses of sodium thiosulfate and a diet high 
in carbohydrate. 

DISCUSSION 


Dr. CHartes Wo rr: In spite of the history pointing to syphilis, and in view 
of the failure of the lesion to respond to ample treatment, I suggest tinea pro- 
funda or one of the granulomas, such as actinomycosis. 

Dr. Max ScHEER: The clinical impression made on me was that of tinea; the 
history does not bear out the diagnosis of chancre. As the lesion is closed, it 
might be worth while to puncture it and examine the contents. 


Dr. Frep D. WEIDMAN, Philadelphia (by invitation): I had decided to refrain 
from discussion after the statement about the histologic report; I understand a 
biopsy was done and showed a tuberculoid reaction. That is not found in tinea, 
except in Majocchian granuloma of the scalp, in which there is a_ tuberculoid 
architecture. I noticed that the dome of the lesion was hairless. Of course that 
may be due to the destruction of the hair follicles by the syphilitic process, if 
present. There is a woody edema which occurs on the lip, but in woody edema 
there is, of course, no tuberculoid reaction, and I should not suggest that diagnosis. 


Dr. A. BENSON CANNON: -The case was diagnosed by the Board of Health 
clinic as one of chancre of the lip, and the Wassermann reaction was reported 
strongly positive. Jaundice developed after the eighth injection of arsphenamine, 
and it was for the latter condition that he was admitted to the New York City 
Hospital. Blood tests have given repeatedly negative results since his admission, 
and the nodule on the upper lip has increased in size; there is an unusually large 
submental gland. The nodule on the cutaneous surface of the lip was round, hard 
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and elevated, with telangiectatic blood vessels, and on pressure there was a distinct 
pearly appearance to the lesion, symptoms which J thought suggested epithelioma. 
A histologic report of the nodule showed granuloma fairly characteristic of chancre. 

A strongly positive Wassermann reaction often reverts to negative after the 
development of jaundice, and it is possible that this patient’s persistently negative 
Wassermann reaction can be explained on that basis. The jaundice has almost 
disappeared, so I am giving injections of a bismuth preparation and potassium 
iodide by mouth, hoping that these remedies will help to remove the chancre and 
the enlarged gland. 


Lupus Vulgaris. Presented by Dr. A. BENSON CANNON. 


L. B., a Hungarian housewife aged 52, is presented from the Vanderbilt Clinic 
for Dr. Marie Karelitz-Karry because of an eruption of the left elbow, present 
since she was 7 years old. At the age of 12 years she was treated by cauterization 
at the St. Stephens Hospital, in Budapest, Hungary. The patient has scars on 
the right thigh, and in the inguinal fold there is a scar 2 inches (5 cm.) long. 
She states that this was discharging in early childhood. There is a scar in the 
neck from thyroidectomy. The patient has been treated by many private physi- 
cians, who thought she might have tertiary syphilis, with intravenous and intra- 
muscular injections. A Wassermann test done at the Metropolitan Hospital on 
May 7, 1937, was negative. Repeated Wassermann tests at the Meinhard Clinic 
in 1937 were negative. Tests with old tuberculin gave slightly positive results 
with 1: 1,000,000 dilution and definitely positive results with 1: 100,000 dilution. 
Roentgen examinations of the chest and the elbow showed moderate accentuation 
of the hilar and peribronchial markings and a sharply outlined, streaky shadow 
extending from the upper part of the right hilus upward and outward toward the 
lateral wall of the chest at the level of the first interspace. Its position was some- 
what high for the interlobar fissure between the upper and the lower lobe. How- 
ever, it might have been between the upper and the middle lobe. There was a 
slight thickening of the apical pleura along the right lateral wall of the chest. 
The heart had an arteriosclerotic configuration. There was no evidence of fluid 
in the chest or of tuberculosis. Roentgenograms of the left elbow showed no 
evidence of osseous or articular disease. Histologic examination of a biopsy 
specimen showed lupus vulgaris. 

Examination on Feb. 10, 1938, showed numerous grouped and discrete crusted 
tuberculous lesions on an erythematous base around the left elbow. All around 
this area the skin was atrophic, and some tubercles had reappeared on the cicatrix. 
Pitted scars and atrophy of the skin were present on the right thigh. There was 
elephantiasis of both legs. 

DISCUSSION 

Dr. Erich Urpacu, Vienna, Austria (by invitation): I believe it would be 
well in this case to do a luetin test to exclude syphilis. 

Dr. Paut E. Becuet: The scarring on her thighs and knees is more typical 
of syphilis than of tuberculosis. The lesion on the arm presents the typical pic- 
ture of tertiary syphilis which was so often observed twenty years ago and is so 
seldom seen now. The long duration is not against the diagnosis of syphilis, but 
on the contrary, rather in favor of it, for such a long duration would be produc- 
tive of greater extension and more active ulceration if it were tuberculosis. 

Dr. Louis TuLrpaAN: I disagree with the diagnosis of syphilis. There are 
new lesions in the scar. I believe that the condition is lupus vulgaris and cannot 
be syphilis for that reason. 

Dr. Marion B. Sutzpercer: I agree with the remarks of the last speaker. 
I believe some of the active nodules are characteristic of tuberculosis luposa. I do 
not think one can make an absolute diagnosis of either syphilis or tuberculosis 
simply from the type of scarring. The fact that there were lesions on the legs 
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for so many years prior to the appearance of lesions on the arms is in favor of 
tuberculosis. Altogether I think that this condition is somewhat atypical lupus 
vulgaris with a marked tendency to scarring and slow progression. 

Dr. Georce C. ANDREWS: I understand from the history that the lesions on 
the arm began at the age of 8 years and have been present up to the present time, 
which would be very unusual if the condition were syphilis. 


Erythrasma (Generalized). Presented by Dr. Louis CHarcin. 


J. P., a man aged’ 74, is presented from the Mount Sinai Hospital because of 
an eruption of forty years’ duration which involves the axillas and extends down 
the forearms and the groins, upward to the abdomen and down on the thighs. 
The eruption is superficial, with a sharply defined border. The skin shows marked 
wrinkling, covered with a fine heavy scale, and what appears to be superficial 
atrophy. It is nonpruritic, and there is no involvement of the ears or scalp. One 
patch on the left breast was treated for three days with an antiparasitic prepara- 
tion and has almost cleared up. 

The scrapings showed Microsporon minutissimum. 


DISCUSSION 


Dr. Frep D. WEIDMAN, Philadelphia (by invitation): I think the condition is 
widespread dermatophytosis, not erythrasma. The lesion is the kind the Japanese 
particularly have been describing in their reports on Trichophyton purpureum. 
May I have further details about the type of organism? Was it a thread organism 
or the broader mycelial type? 

Dr. Louris CHARGIN: The scrapings from several areas showed M. minutis- 
simum and no other organism. The disease is, of course, seen in association with 
other fungous diseases, but these were absent according to the microscopic exam- 
inations, which were performed by Dr. Rosenfeld, an expert in the field. 

Dr. Marion B. SutzBercer: I should like to ask the presenter to make cul- 
tures to see if he can demonstrate some form of culturable fungus, such as 
T. purpureum. 

Dr. ErtcH Urpacu, Vienna, Austria (by invitation): It will be necessary to 
investigate the possibility of diabetes. It is not enough in such cases to do the 
usual tests for the sugar content of the urine and the blood; a sugar investigation 
of the skin will be necessary. I have seen so-called increased skin sugar in such 
cases, and if insulin or special nutritional treatment is given, this type of eruption 
diminishes: 

Dr. A. W. Grace: Will Dr. Urbach explain what he means by a sugar inves- 
tigation of the skin? 

Dr. ErtcH Ursacnu, Vienna, Austria (by invitation) : I shall explain as follows: 
I have found peculiar conditions—perhaps furunculosis, hidrosadenitis or eczema— 
which the usual type of treatment, such as different kinds of injections or roentgen 
irradiation, does not help. In some cases I have shown that the blood sugar is 
normal and remains normal after administration cf 100 Gm. of saccharose by 
mouth. However, if the skin sugar is investigated by a special method, it will be 
found elevated. The normal value for sugar is between 90 an 120 mg. per hun- 
dred cubic centimeters of blood and between 50 and 70 mg. per hundred grams 
of skin. In cases of elevation of the sugar content of the skin, there will be 80 
or 90 or more milligrams. If injections of insulin for four or five days or a strict 
diet free of carbohydrates or both are given, a decrease in the sugar content of 
the skin to a normal level and a good clinical influence on the cutaneous disease 
can be demonstrated in a few days. In a paper I have written in collaboration 
with a Viennese diabetic specialist, Franz Depisch, and Grete Sichar (Klin. 
Wehnschr. 16:452 [March 27] 1937), we discussed this question. We could not 
say with certainty if the condition is real diabetes, but we could say, from the 
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practical point of view, that in a case of severe eczema or a staphylococcic or 
streptococcic infection which cannot be helped by other dermatologic measures 
but can be helped by means of a carbohydrate-free diet for three days, the condi- 
tion must be based on an elevation in the sugar content of the skin. 

Dr. CHARLES WoLF: An interesting clinical observation was made in this case. 
On Saturday I gave this man an ointment, to be applied locally over the breast 
in a patch about 6 cm. in diameter. Today, when he appeared in the clinic, this 
area had practically cleared up. In a man who had diabetes for forty years without 
any treatment, it would be unusual to find no severe manifestations. Where 
diabetes is a complicating factor—and one encounters recalcitrant conditions— 
possibly Dr. Urbach’s idea might be well taken, but in a case of this sort, I believe 
there will be quick response to an antiparasitic remedy. If the patient stays under 
treatment at the Mount Sinai Hospital, he will be shown again. I gave him a 
15 per cent sulfur ointment and told him not to use it on the rest of the body, in 
order to show the contrast. 

Dr. E. WitttaAm AsraAmowi!tTz: I think a simple way to rule out dermatophy- 
tosis is to examine the affected areas under the ultraviolet rays screened through 
a Wood or a Corning glass filter. Tinea versicolor and erythrasma fluoresce, 
while dermatophytosis does not. 

Dr. Louis CHARGIN: Examination with the Wood filter, so far as I know, was 


not done. 


A Case for Diagnosis (Sarcoid? Leprosy?). Presented by Dr. A. Benson 
CANNON. 

E. C., a woman aged 40, born in Antigua, British West Indies, is presented 
from the New York City Hospital because of an eruption of two years’ duration 
involving the entire face, the shoulders, the upper parts of the arms, the legs and 
the lumbar region. The patient came to the United States twenty-four years ago. 
No members of her family or any of her friends have any illness related to the 
patient’s present condition. The lesions have never been pustular and have never 
itched. She has lost 30 pounds (13.6 Kg.) since the onset of the present illness. 
Her appetite is poor. The patient is married and has three children. After the 
birth of her last child, in 1920, she had an operation on the lower part of the 
abdomen, which was followed by complete cessation of the menses. She has epi- 
staxis for from three to five days on the dates on which the periods are expected. 
There have been no miscarriages. 

Physical examination shows her to be thin and not acutely ill. There is an 
erythematous papular eruption with grayish scales in the aforementioned regions. 
The affected areas of skin are indurated. There is marked edema of both eyelids. 
The pupils react to light and in accommodation. The eyebrows are thin. There 
is a sanguinopurulent nasal discharge. The teeth are carious, and the tongue is 
dry and thickly coated. The submaxillary and anterior cervical nodes are swollen 
and slightly tender. The heart and lungs are normal, and the blood pressure 
is 118 systolic and 82 diastolic. On the abdomen there is a low midrectus incisional 
scar. There is almost complete absence of pubic hair. Neurologic examination 
shows active and equal reflexes and no areas of anesthesia. 

The Wassermann test was negative and the Kahn test doubtful. A provocative 
Wassermann test gave negative results. The blood count showed 2,510,000 red 
blood cells; 45 per cent hemoglobin; 6,900 white blood cells, with 68 per cent poly- 
morphonuclear leukocytes, 22 per cent lymphocytes and 7 per cent monocytes, and 
metamyelocytes, 11,390. Urinalysis showed no abnormality. A roentgenogram of 
the lungs showed no definite evidence of parenchymal disease. There was a slight 
increase in the pulmonary shadows about the roots of the lungs. Repeated smears 
from the nasal cavity and septum showed no acid-fast organisms. Biopsy was 
made from one of the cutaneaus lesions, and the pathologist noted histologic fea- 
tures that suggested leprosy but did not observe acid-fast organisms. 
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The patient has had low grade fever and a slightly increased pulse rate since 
admission. After the use of boric acid ointment there was marked crusting of the 
lesions. Since the use of old arsphenamine (0.2 Gm.) there has been a drying up 
of the lesions, and a course of injections of arsphenamine is now being given. 
She has received three injections up to the present time. 


DISCUSSION 


Dr. Lours Tutrpan: I should like to mention that I found an enlarged ulnar 
nerve on the right side. 

Dr. A. BENSON CANNON: My first impression was that she was suffering 
from leprosy. However, I saw no lepra bacillus in secretions from the nose or 
in the histologic sections of the nodular growths. Careful examination made me 
doubt the diagnosis of leprosy and caused me to investigate for sarcoid type of 
tuberculosis and syphilis. I felt that the rapid spread of the disease in so short 
a time was against tuberculosis, and I was unable to find any focus in the lungs 
or elsewhere, either on physical or on fluoroscopic examination. Histologically 
the case was diagnosed by the pathologist of the hospital as one of leprosy, while 
the pathologist at the Vanderbilt Clinic thought the histologic picture was more 
like that of sarcoid type of tuberculosis. There were no tubercles, although there 
was a decided infiltration, mainly of epithelioid cells and areas somewhat concen- 
trically outlined, and numerous multinucleated giant cells, many so-called lepra 
cells and many vacuolated cells, such as are seen in leprous tissue. Because of 
the repeatedly negative Wassermann reaction, the lack of ulceration and the fail- 
ure to respond to arsphenamine, I felt that I could rule out syphilis. 


A Case for Diagnosis (Pemphigus? JIododerma?). Presented by Dr. 
A. BENSON CANNON. 


F. H., a Negress aged 50, a housewife, is presented from the New York City 
Hospital because of an eruption of one year’s duration involving the mouth, throat 
and genitalia. Four months ago lesions developed on the trunk, back, left shoulder, 
elbows and genitalia. The patient has been married for twenty years and has 
never been pregnant. 

The patient entered the hospital on Jan. 6, 1938, complaining of soreness of the 
mouth, throat and genitalia. The illness dated back one year, the symptoms having 
become progressively worse. Three years ago she had a lesion on the vagina 
and was told she had “bad blood,” for which she received treatment, both intra- 
muscularly and intravenously, up to one year before admission. At that time the 
mouth became sore and treatment was discontinued. Four months before admission 
lesions developed on the body, back, shoulder, elbows and genitalia. At the time 
of admission the pupils failed to react to light or in accommodation. There was 
conjunctivitis with purulent discharge. The oral mucosa was covered with scat- 
tered ulcerated areas and hemorrhagic spots with a foul-smelling discharge. The 
tonsils were cryptic and infected. A large freely movable and nontender mass was 
palpable in the lower part of the abdomen. The entire trunk was covered with 
a papular crusted and pigmented eruption, the lesions being raised, round, discrete 
and nontender. There were moist papules on the labia and around the anus, with 
some ulceration. 

The Wassermann test of both blood and spinal fluid was 4 plus. Examination 
of the ulcers in the mouth showed Vincent's infection. Swab culture from the 
ulcers of the mouth and the skin showed streptococci and fusiform bacilli. Exam- 
ination of the blood for arsenic gave a negative result. Examination of a twenty- 
four hour specimen of urine showed no iodide or bromide. Smears from the eyes 
for vaccine showed Staphylococcus aureus and a streptococcus. A roentgenogram 
of the chest showed no evidence of consolidation. Histologic examination of a 
lesion on the elbow showed syphilis of the skin and that of a specimen from the 
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vulva showed acute and chronic dermatitis. In the specimen from the vulva 
organisms were seen which might have been Bacillus ducreyi. Examinations oj 
the blood and urine showed no essential abnormality. 

The patient has been treated with sodium perborate as a mouth wash, boric 
acid and mild protein silver for the eyes, mercury, potassium iodide, arsphenamine. 
cod liver oil and vitamin B, iron and ammonium citrates, viosterol and liver 
extract. Wet dressings were used on the hands and feet, and ointment of mild 
mercurous chloride 30 per cent was applied to the other lesions. Her general con- 
dition has perhaps improved since her admission, but the cutaneous lesions have 
disappeared and reappeared. At present there are numerous ulcerations on the 
nose, elbows and vulva. 

DISCUSSION 


Dr. Frep D. WEIDMAN, Philadelphia (by invitation): A condition of this kind 
with an initial appearance something like vegetative pemphigus was extensively 
investigated in my laboratory. The patient also had syphilis. I thought I had a 
first rate lead when Vincent’s organisms were demonstrated, but the powerful stench 
usually accompanying Vincent’s disease was absent. There was a history of mer- 
curial treatment, which may have accentuated the symptoms in the mouth. The 
condition eventuated in vegetative pemphigus. I wonder whether the present case 
too is one of early syphilis, with a particular symbiotic accumulation of bacteria 
modifying what would have been an ordinary secondary eruption of syphilis and 
giving rise to the vegetative pemphigoid appearance of the lesions. 

Dr. A. Benson CANNON: This case has been most puzzling. Whether the 
present bullous eruption with vegetating lesions is the result of pyoderma or of a 
toxic condition secondary to carcinoma, I am unable to say, but it would seem 
that pyoderma would satisfactorily explain the presence of the cutaneous and 
mucosal condition. 


Atrophy: Postarsphenamine Dermatitis. Presented by Dr. A. BENson CANNON. 


G. V., a Negress aged 33, is presented for Dr. Marie Karelitz-Karry from the 
Vanderbilt Clinic, because of an eruption of two years’ duration, involving the 
scalp, face, neck, chest and extremities. The patient was treated at the Metro- 
politan Hospital for syphilis during a pregnancy in 1936, when she had a 4 plus 
Wassermann reaction. She received eight intravenous injections of neoarsphen- 
amine and three intramuscular injections of a bismuth preparation, the last injec- 
tion being on March 3, 1936. After this injection exfoliative dermatitis developed. 
Roentgen examination in April 1936, at the seventh month of the pregnancy, 
revealed intrauterine death of the fetus. The patient states that since the develop- 
ment of the exfoliative dermatitis, in March 1936, her hair has fallen out and her 
skin has become darkened. In February 1937 she was admitted to the Board of Health 
clinic for continuation of treatment. In April 1937 the Wassermann reaction was 
4 plus. 

Examination shows the skin of the scalp, face, neck, chest and extremities to 
be mottled, with shoe black spots on the thighs, legs and arms. The skin of the 
face, neck and chest is so atrophic that the veins showing through produce a lacc- 
like design. Hyperkeratotic warty lesions are seen on the abdomen near the 
umbilicus, on the upper posterior aspect of the.right arm and in the left concha. 
A cutaneous horn grows over the right brow. There are marked hyperkeratosis 
of the soles and leukoplakia on the buccal mucous membrane and tongue. The 
teeth are in good condition. The tonsils are enlarged and cryptic. Physical 
examination showed no other abnormality. Gynecologic examination showed a 
cyst on the left ovary about the size of an orange. 

Laboratory Findings—The basal metabolic rate was 0. Examination of the 
blood showed 80 per cent hemoglobin, 4,320,000 red blood cells and 4,300 white 
blood cells, with 47 per cent polymorphonuclear leukocytes, 46 per cent lympho- 
cytes, 5 per cent monocytes and 2 per cent eosinophils and slight anisocytosis. 
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Histologic examination of a biopsy specimen taken from the abdomen showed 
atrophy of the skin with keratoses and melanosis. Spectrographic examination of 
the skin showed sodium, magnesium and iron only. The Wassermann reaction 
was negative on July 23 and 30, 1937, 2 plus on Jan. 12, 1938, and negative on 
March 3, 1938. Determinations of arsenic showed, for the skin, 0.003 mg. per 
hundred grams (dried specimen); for the blood, 0.021 mg. per hundred cubic 
centimeters on April 26, 1937, 0.005 mg. on June 4, 0.085 mg. on July 2, 0.03 mg. 
on September 10, 0.08 mg. on October 29, 0.13 mg. on Feb. 24, 1938, and 0.055 mg. 
on March 4, 1938, and for the urine, 0.03 mg. in a twenty-four hour specimen on 
Oct. 29, 1937, and 0.08 mg. on March 4, 1938. 
The patient has been treated so far with thirty intravenous injections of sodium 
thiosulfate. 
DISCUSSION 


Dr. Paut E. Becuet: In my opinion, this case is one of the most interesting 
presented tonight. The condition belongs in that group of arsphenamine derma- 
titis which eventually ends in telangiectasia and atrophy and closely resembles 
radiodermatitis. This group was first reported by M. H. Ebert of Chicago. Ante 
Vuletié reported a condition greatly similar to that described by Ebert. One of 
his nurses kept her fingers wet with arsphenamine solution the greater part of the 
day, and after three years she showed radiodermatitis-like changes on the hands 
and arms without any contact with roentgen rays. 


Tuberculous Cervical Adenitis; Erythema Nodosum. Presented by Dr. 
A. BENSON CANNON. 


E. Z., a married woman aged 25, is presented from the New York City Hos- 
pital. She had scarlet fever at the age 21 years and underwent removal of a 
dermoid cyst in June 1937. She has not had a venereal disease. For the past six 
years she has had one severe cold each year. The menses are normal. She has 
one child, aged 7 years, alive and well. The diet is adequate. She states that she 
does not use tobacco or alcohol and that she gains weight easily. She worked 
previously as a counter girl in a cafeteria and now does only housework. There 
is no history of tuberculosis in the family. Her mother drowned at the age of 30, 
and her father died of influenza at the age of 35. During the past year the patient 
has gained 12 pounds (5.4 Kg.), and for two months has been complaining of 
fatigue. She has been hoarse for many years, worse since 1934. There is no 
history of hemoptysis or night sweating. The appetite is good. She has suffered 
from belching since October 1937. 

In October 1937 the patient noticed swelling and soreness in the left side of her 
neck. There were no constitutional symptoms. Three weeks later she went to 
the Lincoln Hospital, where she had roentgen and ultraviolet therapy. Soon after 
this a swelling about the size of a hazelnut was noticed in the neck, the overlying 
skin being red and tender to the touch. The mass was aspirated and pus obtained. 
It continued to drain for three months. At present there is a red scar, %4 inch 
(0.64 cm.) thick and 1% inches (3.8 cm.) long, with a scab on top. At the same 
time a swollen nodule about the size of a pea and tender to touch was noticed in 
the neck, just below the other mass. This was aspirated at the New York City 
Hospital. About four weeks after the onset of the swelling in the neck, flat, 
pink blotches about the size of a quarter appeared on the legs, and around the 
ankles, extending all around the legs for about 5 inches (12.7 cm.) above the ankles. 
These were painless. At about the same time there was some swelling of the 
ankles. These blotches remained pink for about two months (until January), 
when they began to fade and become smaller. They have changed in color to dark 
pink, blue and black. At present they are dime sized, and some are barely notice- 
able. On March 20, 1938, a new lesion appeared on the left calf, above the others, 
and disappeared in two days. 
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My opinion on Feb. 29, 1938, was that the patient presented clinical features 
of hematogenous tuberculosis, with localization in the cervical lymph nodes and 
tuberculid on the legs, probably erythema induratum scrofulosorum. The exam- 
ination of the lungs showed no abnormality, and conservative treatment in the 
form of additional irradiation of the cervical nodes and general constitutional mea- 
sures, or the latter alone, depending on results obtained with the first roentgen 
treatment, was advised. Histologic examination of the lesion on the left leg showed 
normal skin. The Wassermann reaction was negative. Histologic examination of 
a cervical node showed chronic tuberculosis. A roentgenogram of the chest showed 
no abnormality. Culture of pus from the lesion on the neck was negative; a smear 
showed no acid-fast bacilli. Urinalysis gave normal results. Examination of 
sputum on March 11, 1938, showed no acid-fast bacilli. Since her admission to 
the New York City Hospital, on March 16, 1938, her temperature, pulse rate and 
respiratory rate have been normal. 


DISCUSSION 


Dr. A. BENSON CANNON: I think the most interesting point in this case is 
the scrofuloderma of the glands of the neck preceding Bazin’s disease by two 
months. Although the glandular condition has practically cleared up, as have also 
the sinuses, she continues to get new nodules on the lower parts of the legs, par- 
ticularly around the calves, that are characteristic of erythema induratum. The 
condition is typical of Bazin’s disease in a young woman whose occupation kept 
her on her feet a great deal and who has had secondary anemia. 


Multiple Basal Cell Epithelioma, Part of One Lesion Changing to a 
Fungating Tumor. Presented by Dr. Louis CHarGIN. 


R. S., a barber aged 74, first noticed lesions on the lower part of his back 
about fifteen years ago. Since then, six large and several small lesions have 
appeared. Of the large lesions, two are on the anterior wall of the chest, one on 
the left shoulder, one on the right side of the chest and a very large lesion on the 
lower part of the back. All the lesions show the usual characteristics of multiple 
basal cell epithelioma, with superficial scars, slight scaling, crusts and a rolled 
border. On the lower part of the back the lesion has developed a large fungating 
tumor which first began growing about one year ago. The mass is about the size 
of a small orange, irregular on the surface, rather firm to the touch and in part 
verrucous, and bleeds readily on handling. 

Histologic examination of a section of this mass showed basal cell epithelioma. 


Keratosis Follicularis (Darier’s Disease). Presented by Dr. A. BENson 

CANNON. 

R. A., a girl aged 7% years, is presented because of a generalized eruption 
which began at the age of 3% years. A small papular eruption was first noticed 
on the upper lip, which the patient’s foster mother thought was a heat rash. It 
gradually spread along the sides of the nose and the eyebrows and down over the 
upper part of the sternum. Recently other lesions have appeared on the body 
and extremities, mainly on the extensor surfaces, and in the scalp. There have 
been no subjective symptoms. The patient’s past history and the family history 
are essentially irrelevant. 

Examination shows follicular keratosis in the previously named locations, most 
pronounced on the sides of the nose and the edges of the eyebrows, in the scalp 
and on the sides of the neck. The lesions are pinhead sized and discrete, and some 
have coalesced into half dollar-sized raised yellow hyperkeratotic plaques. Small 
grayish, slightly yellow plaques occupy the follicular openings. Pinhead-sized, 
skin-colored, wartlike papules on the palms, soles and backs of the hands and feet 


a 
a 
‘of 
4 


SOCIETY TRANSACTIONS 825 


resemble verrucae. On the outer aspects of the thighs are pinhead-sized, reddish 
to grayish shotty papules. Similar lesions are present along the labia and in the 
vagina. 

Histologic examination showed Darier’s disease. Examination of the blood for 
arsenic showed 0.25 mg. per hundred grams (dry specimen). The Wassermann 
and precipitation tests gave negative results. 

The patient has been treated with salicyclic acid in oil. 


Leprosy. Presented by Dr. A. BENSON CANNON. 


M. C., a woman aged 33, an embroiderer, is presented from the New York 
City Hospital, where she was admitted on March 16, 1938. She came to the 
United States twelve years ago from Santo Domingo, Haiti. The eruption first 
began on the face two years ago as whitish “pimples” which exuded pus and 
formed pigmented lesions and scars. During the past year lesions have developed 
on the ears and the extremities. For twelve days before admission to the hos- 
pital the patient felt feverish and had a slight cough. On one occasion the sputum 
was streaked with blood. She has had vague sticking pains in the right side of 
her chest. The patient has been married two years and has one normal full term 
child, now 8 months old. She has had no miscarriages. There is no history of 
any similar condition in the family, and she gives no history of exposure to leprosy. 

Examination shows her to be emaciated and chronically ill, with a nodular 
eruption on the face, ears and extremities, especially over the joints and the 
dorsa of both hands. The lesions vary in size from that of a large pinhead to that 
of a pea, and are discrete; a few are apparently confluent, nodular and reddish 
brown, with a soft, velvety feeling. The lesions on the distal half of the legs are 
atrophic, brownish pigmented scars. There is atrophy of the interosseous muscles 
of both hands and an area of anesthesia over the lower external part of the left 
leg. There is fluid in the right pleural cavity, of which 350 cc. has been with- 
drawn. ,Since admission her temperature has ranged between 101 and 103 F. 

Smears made from the nasal discharge and the pleural fluid showed lepra 
bacillus, and numerous lepra bacilli were observed in the biopsy specimen. Exam- 
ination of the blood showed 48 per cent hemoglobin, 3,240,000 red blood cells and 
9,350 white blood cells, with 78 per cent polymorphonuclear leukocytes, 15 per cent 
lymphocytes and 7 per cent young polymorphonuclear leukocytes. 

The patient was treated at the New York Polyclinic Medical School and Hos- 
pital with sodium T. 


Pemphigus Foliaceus. Presented by Dr. A. BENSON CANNON. 


R. F., a Russian Jew, aged 67, a weaver, is presented from the New York 
City Hospital, where he was admitted on June 30, 1937, with a generalized eruption 
of scaly, crusted lesions varying in size from that of a pea to that of a coin, and 
a number of ruptured bullae. The eruption began four years ago with bullous 
lesions on the face and soon spread to the entire body. It was accompanied with 
severe itching. The patient has been treated at various hospitals with many 
different remedies, including solution of potassium arsenite, sulfanilamide, crude 
coal tar and sulfur ointment, without great success. 

Over the entire body, including the scalp but not involving the mucous mem- 
branes, are scaly, crusted lesions, varying in size from that of a pea to that of a 
coin, and at present a few denuded areas, sites of previous imperfectly formed 
bullae. The skin between the lesions is covered with scales and pigmented. 

Examination of the blood showed 4,000,000 red blood cells, 71 per cent hemo- 
globin and 10,000 white blood cells. The Pels-Macht test gave a result of 65 per 
cent. Histologic examination showed chronic dermatitis. 

Treatment has consisted of generalized irradiation from the air-cooled quartz 
mercury vapor arc lamp and administration of calcium gluconate three times a week, 
3 cc. of liver extract twice a week and sodium salicylate, sodium bicarbonate and 
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sodium citrate, 10 grains (0.65 Gm.) each, twice a day. There has been marked 
improvement, with a great reduction in the number of bullae and an increase iy 
general strength. 


Epidermolysis Bullosa Hereditaria. Presented by Dr. EuGene F. T. Kettery, 
Yonkers, N. Y. 


R. D., a girl aged 5 years, has had her present condition since birth. Trauma, 
especially to the skin directly overlying bony points, causes “redness and blistering.” 
The patient’s mother and grandmother have the same condition. 

Examination of the skin of the joints of all the fingers, and of the wrists, 
elbows, knees and ankles shows lesions in various stages of formation and regres- 
sion. Erythema, some edema and large and small bullae are present. Over the 
large joints there are scarring, pigmentation and atrophic changes. Many of the 
finger nails and toe nails are hypertrophic and yellowish brown. The ungual 
changes appeared shortly after birth, after the “falling off” of the normal nails. 

A roentgenogram of the skull showed parietal foramens. A roentgenogram of 
the chest suggested substernal thyroid. There was no increase in the size of the 
mediastinal shadow, but the trachea deviated slightly to the left. The Wassermann 
reaction was 4 plus with cholesterolized antigen and negative with alcoholic 
antigen. The Kahn test was negative. Urinalysis and a blood count showed no 
abnormality. The calcium content of the blood was 11.4 mg. per hundred cubic 


centimeters. 


Granuloma Inguinale. Presented by Dr. James Lowry MILLER (by invitation). 


E. L., a Negro porter aged 23, married, was admitted to the New York City 
Hospital on Jan. 17, 1938, with a deforming ulceration of the penis, ulcerations in 
both groins and a suprapubic cystotomic drainage tube. The onset had been three 
years before, with ulceration of the penis and swelling of the inguinal glands. 
A diagnosis of syphilis was made and sixteen injections intravenously and twelve 
intramuscularly produced remission of symptoms in two months. One year later 
the right inguinal gland became swollen, with spontaneous rupture. At the same 
time ulceration of the penis began. A urinary fistula appeared spontaneously, but 
a suprapubic cystotomy with permanent tubes was done on Oct. 2, 1937. In 
November 1937 the patient was admitted to the Bellevue Hospital, where during 
treatment with antimony and potassium tartrate and boric acid oinment healing 
began. 

Examinaion shows a deep ulceration about the middle of the penis, with com- 
plete destruction of the head of the penis. The floor of the ulcer is pinkish, covered 
with a bloody exudate and papillomatous and shows two urinary fistulas. The 
borders are rolled. The end of the penis shows elephantiasis of the soft parts. 
A smaller similar lesion is present on the back of the penis. The perineum extend- 
ing back to the anus shows a similar ulceration with rolled borders. On the right 
thigh, just below Poupart’s ligament, is a lesion 2 by 4 inches (5 by 10 cm.), with 
rolled borders, some scar formation and a pinkish surface covered with bloody 
exudate. 

The Frei test, the Wassermann test of the blood and spinal fluid and a test for 
gonococcus fixation gave negative results. The colloidal gold curve was normal 
(000000000). Donovan bodies were not demonstrated. The urine showed 6 pus 
cells per high power field. 

The patient has been treated with antimony and potassium tartrate, two courses 
of ten injections of 5 cc. weekly, and generalized irradiation from the air-cooled 
quartz mercury vapor arc lamp. 


Granuloma Inguinale. Presented by Dr. A. BENsoN CANNON. 


C. C., a Negress aged 65, a widow, first complained of itching of the vulva in 
1921. In 1922 she noticed a small swelling on the left labium majus. This area 
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continued to itch and to swell until two years ago, when it broke down and 
ulceration occurred, The patient entered the New York City Hospital in August 
1937 and remained until October. The diagnosis at that time was (1) granuloma 
inguinale, (2) syphilis, (3) diabetes mellitus and (4) hypertensive cardiac disease. 
She was given a bismuth preparation and potassium iodide for the three months 
that she was hospitalized. The blood and the spinal fluid Wassermann reaction 
were both 4 plus. The patient failed to attend the clinic for antisyphilitic treat- 
ment and was readmitted to the hospital on March 28, 1938. Examination revealed 
a marked swelling of the left labium majus, with superficial ulceration and lymph- 
adenopathy of the inguinal nodes. The ulceration extended posteriorly to the 
perineum. The patient’s past history is irrelevant and the family history non- 
contributory. 

Histologic examination on Aug. 24, 1937, showed chronic granuloma with 
acute ulceration. No specific cause was determined. 

Potassium permanganate baths and ichthammol dressings, bismuth medication 
and mixed treatment were given. 


Generalized Dermatitis (Contact Dermatitis?). Presented by Dr. A. BENson 
CANNON. 


A Case for Diagnosis (Pemphigus?). Presented by Dr. Henry D. NILEs. 


A Case for Diagnosis (Syringocystadenoma? Multiple Benign Cystic 
Epithelioma?). Presented by Dr. Henry D. Nizes. 


Cystic Acne with Sudden Onset and of Undetermined Origin. Presented 
by Dr. Henry D. NILEs. 


Lymphogranuloma Venereum. Presented by Dr. A. BENSON CANNON. 


Lymphogranuloma Venereum. Presented by Dr. JAMes Lowry MILteR (by 
invitation). 


CHICAGO DERMATOLOGICAL SOCIETY 
FreperrcK R. ScuMipt, M.D., Vice President 
April 20, 1938 


H. Rattner, M.D., Secretary 


Kaposi’s Sarcoma. Presented by Dr. THEopore CorNBLEET. 

P. A., a Jew aged 61, has had lichen planus for several years. While he was 
under treatment for this condition, nodules developed on his feet and _ toes. 
Recently one developed on the right hand. 

The lesions are bluish purple and exude a sanious material which dries into 
crusts. There are no subjective symptoms. The treatment has been with arsenical 
preparations and roentgen rays. 


DISCUSSION 


Dr. CLarK W. FINNeERuD: In spite of the definite lichen planus-like appear- 
ance of the lesion on the left knee, I think the lesions of the toes are those of 
Kaposi’s sarcoma simulating hypertrophic lichen planus. One small lesion of the 
right leg is in the form of a hemorrhagic cystic nodule, a variety often associated 
with Kaposi’s sarcoma. 
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Dr. E. P. Zetster: I have seen at least 2 patients with characteristic Kaposi's 
sarcoma who were receiving treatment for lichen planus. The resemblance jis 
sometimes striking. 

Dr. THEODORE CORNBLEET: I think the most interesting feature is that while 
the patient was under treatment with arsenical preparations Kaposi’s sarcoma 
developed. Ordinarily early in its stages this condition improves with such therapy. 
After three weeks without treatment the lesions became definitely worse, taking 
on a more tumor-like appearance. 


Calcinosis Cutis. Presented by Dr. Marcus R. Caro, Dr. IRENE NEUHAUSER 
(by invitation) and Dr. I. M. FELsHer (by invitation). 


L. K., a white girl aged 11 years, has lesions on the tips of the fingers which 
first appeared after she picked blackberries two and one-half years ago. Several 
times since the onset there has been suppuration in a lesion, and a thick chalky 
material has been expressed. 

On the volar surface of the terminal phalanx of each thumb there are several 
deep firm nodules, capped by a small whitish crust. On the volar surface of the 
left little finger and on the dorsal surface of the left foot there are several small 
firm nodules along the tendon sheaths. 

Examination of the blood showed 10.5 mg. of calcium and 3.8 mg. of phosphorus 
per hundred cubic centimeters. The Wassermann reaction was negative. Urinalysis 
showed no abnormality. A blood count showed 80 per cent hemoglobin, 4,240,000 
red corpuscles, 9,850 leukocytes and a differential count of 38 per cent poilymorpho- 
nuclears, 52 per cent lymphocytes, 4 per cent eosinophils and 6 per cent monocytes. 
The basal metabolic rate was +14.9 and +26.5 per cent, respectively, on two 
occasions. 

Roentgenograms showed discrete pea-sized deposits of calcium in the left thumb 
and little finger and the right thumb. The pelvis presented a peculiar bony 
structure, with a loss of fine primary trabecular structure, indicative of a dis- 
turbance in calcium metabolism. A localized zone of osteoporosis was seen at 
the distal end of each femur in the medial portion of the metaphysis. 


DISCUSSION 

Dr. THEODORE CORNBLEET: In much of the literature calcinosis cutis is tied up 
with the entire scleroderma group. A connecting link is the Thibierge-Weissenbach 
syndrome. I feel, however, that calcinosis cutis has no real connection with 
scleroderma, except that in scleroderma calcinous deposits are sometimes present 
macroscopically and always present microscopically at an early stage of the dis- 
ease. I think in cases like this one should investigate the phosphatase metabolism 
for possible light on the cause of these deposits. Apparently they occur with 
none of the preceding visible pathologic changes in the skin which occur in 
tuberculosis. In scleroderma the collagenous thickening apparently happens first, 
and on this matrix calcium is deposited diffusely and at times in depots. A sluggish 
flow of blood may have something to do with the deposition of calcium in calcinosis 
cutis, which practically always occurs over joints and at the tips of the extremities, 
‘where the circulation is slower than elsewhere. 

Dr. Marcus R. Caro: We plan to perform a biopsy of material from a lesion 
on the thumb to see if there is a foreign body within the nodule or any foreign 
body reaction about it. It is possible that in a patient suffering from a disturbance 
of calcium metabolism a foreign body introduced under the skin may act as the 
inciting factor for the deposition of calcium about it. 


Cutis Hyperelastica. Presented by Dr. Oritver S. Ormsspy and Dr. W. W. 
Tosin (by invitation). 
G. T., a man aged 21, states that since birth his skin has been “rubbery” and 
can be stretched readily, especially over the elbows and knees. His paternal 
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grandfather, father and 1 sister had similar “rubbery” skin; his mother, 1 sister 
and 1 brother did not have it. He states that a number of lax scars about his 
knees and face resulted from injuries. The skin is readily cut but is not bruised 
easily. 

Examination shows a laxness of the skin, most pronounced about the elbows 
and knees, where the skin can be extended approximately 2 or 3 inches (5 to 8 cm.), 
after which it slowly contracts to normal. Irregular linear scars are present 
about the knees and chin; these are thin and lax. There is increased mobility of 
the joints. 

Histologic examination of the skin of one elbow showed a wavy arrangement 
of the elastic tissue, smaller than average collagen bundles, a more winding dis- 
tribution of the blood vessels and an increase of muscular tissue. 


DISCUSSION 

Dr. Cart LAyMoNn, Minneapolis (by invitation): This picture is unusual and 
a good example of the so-called Ehlers-Danlos syndrome. Most of the charac- 
teristics of that disorder are present: hyperelasticity of the skin, hyperflexibility 
of the joints and fragility of the skin, as manifested by the many scars. The 
fibroma-like tumors mentioned as part of the syndrome are not outstanding in this 
case. Dr. Ormsby stated that the histologic picture of this disease is not charac- 
teristic, although there may be thinning or narrowing of the elastic fibers and of 
the collagen bundles in the cutis. 

Dr. H. E. MicHetson, Minneapolis: There has been a great deal of discussion 
as to whether the elasticity of the skin is due to the yellow elastic fibers or to 
the collagen fibers. I think authorities agree that it is not the yellow elastic fibers 
that give the skin its elasticity. I suggest that a biopsy specimen be taken from 
the fully extended skin. That might give some rare information. 

Dr. OLiverR S. OrMssy: This patient was presented because this anomaly has 
not previously been demonstrated before the society. In dermatologic literature 
under the title dermatolysis, two varieties of lax skin are described. The first is 
that which occurs in Recklinghausen’s disease, in which large masses of pendulous 
skin may depend from the face, neck, arms and other places. Other symptoms 
such as tumors and pigmentation may or may not be present. In the second variety 
the skin is abnormally lax congenitally. 

This case is interesting in that the condition occurred in three generations of 
the family. The histologic work done by Drs. Unna and Williams showed the 
blood vessels to be tortuous, allowing stretching without breaking. The collagen 
showed absence of broad bundles, their place being taken by smaller and longer 
fibers. The elastic fibers presented a wavy appearance and were longer than 
normal. 

The vulnerability of the skin in this case resembles that seen in epidermolysis 
bullosa, in which a slight bruise causes injury. 


Pyogenic Lesions of the Skin Associated with Chronic Ulcerative Colitis. 
Presented by Dr. E. P. ZEISier. 


M. B., a man aged 30, has had symptoms of ulcerative colitis and abscesses 
and discharging sinuses in the groin, perineum and perineal regions for nine years. 
Eight years ago an ileocolostomy was performed, and within a few months surgical 
treatment was instituted for the abscesses in the groin. 

Recently an ulcerative lesion developed near the ankle. The patient has lesions 
on the face and back resembling those of acne conglobata. 

Examination of the pus for Endamoeba histolytica gave negative results, as did 
tuberculin tests. A Frei test at one time gave a positive result; there were no 
results from ten intradermal injections of Frei antigen, however. Another more 
recent test gave negative results. 
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DISCUSSION 


Dr. H. E. MicHetson, Minneapolis: I do not think this patient presents the 
classic picture of acne conglobata. The cardinal points in the diagnosis of that 
condition are localization in areas not subject to acne, plum-colored deep cold 
abscesses and “bridge scars.” It has been pointed out that the “bridge scar” is 
not pathognomonic for any condition. 

Dr. Ortver S. Ormssy: About twenty-five years ago I saw a patient who 
had a large gangrenous ulcer involving one half of the abdominal wall. It began 
in an appendectomy wound. The ulceration was the most extensive and deep 
I have seen. The edges were undermined, and the floor was covered with a puru- 
lent secretion. Much bacteriologic work was done, but only the usual pyogenic 
micro-organisms were demonstrated. Two or three years later I saw such an 
ulcer in another case. The cases were recorded in 1915 (Ormsby, O. S.: Diseases 
of the Skin, Philadelphia, Lea & Febiger, 1915, p. 390) as examples of dermatitis 
gangraenosa. Since that time I have seen several, including 1 with Dr. Becker. 
In Dr. Becker’s case the ulceration occupied a large area of the thigh, extending 
over Poupart’s ligament and the lower part of the abdominal wall. In all these 
cases the ulceration and deep destruction have been almost intractable. 

I think the condition reported by L. A. Brunsting, W. H. Goeckerman and 
P. A. O’Leary (ArcH. Dermat. & SypH. 22:655 [Oct.] 1930) under the title 
“Pyoderma (Echthyma) Gangrenosum” is of the type described by me years ago. 
Staphylococcus aureus and a hemolytic streptococcus were found in the cases 
studied at the Mayo Clinic. I was never able to prove any organism causative. 
It seems that the low vitality of the patient is one of the factors. In most cases 
there has been associated colitis, which influenced the cutaneous condition. 

The patient presented today has had colitis and a mild ulcerative process, which 
may be an example of mild gangrenous pyoderma. 

Dr. THEODORE CorRNBLEET: I have seen 2 patients with ulcers on the leg, 
which may appear like ordinary deep chronic ulcers of the leg. My patients had 
ulcerative colitis at the same time, and it was interesting that the condition of 
the ulcers ran parallel with that of the ulcerative colitis: whenever the colitis 
became worse, so did the lesions on the leg. With 1 woman I did a good deal of 
bacteriologic work and recovered an anaerobic streptococcus several times. To 
combat this I applied zinc peroxide, but neither that treatment nor any other was 
of any benefit. She finally died, and at autopsy nothing definite was found except 
the ulcerative colitis and the lesion on the leg. 

My feeling about this condition is that the bacteria do not necessarily explain 
the apparently associated lesions of the skin and colon, but that there may be 
some trophic or metabolic disturbance on which both depend. 

Dr. M. H. Exsert: I think that in addition to the resistant strains of organisms 
in these cases, anemia has something to do with the lowering of resistance. Dr. 
Scull brought to the attention of the society the fact that in sickle cell anemia 
frequently there is intractable ulceration, particularly on the lower extremities. 

Dr. Cart LayMon, Minneapolis (by invitation): In the few cases of ulcerative 
pyoderma associated with colitis which I have studied, my observations have been 
similar to those of Dr. Cornbleet, namely, that the lesions ran an up and down 
course parallel with that of the colitis. 

Dr. E. P. Zetster: This man when first seen had these deep-seated dissecting 
abscesses, which have healed remarkably well with wide open surgical incision and 
drainage, fortified with ultraviolet irradiation. The ulcer on the ankle was of a 
peculiar cribriform type that looked tuberculous or possibly syphilitic and healed 
during mere rest in bed. Both tuberculosis and syphilis, however, could be ruled 
out. Histologically the process was nonspecific and inflammatory. I think the 
case corresponds to those reported by Bargen and O’Leary from the Mayo Clinic 
(cited by Rankin, F. W.; Bargen, J. A., and Buie, L. A.: The Colon, Rectum and 
Anus, Philadelphia, W. B. Saunders Company, 1932). 
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Lupus Erythematosus Disseminatus subacutus with Phlyctenular Kerato- 
conjunctivitis. Presented by Dr. M. H. Epert and Dr. A. SLEpYAN (by 
invitation). 

J. G., a Negro aged 12 years, presents an eruption which started four years 
ago as scaly patches on the face. The eruption gradually spread, and in the past 
three months the eyes became involved. There was nothing of significance in the 
family or the personal history. He exhibits photophobia and lacrimation. 

The characteristic lesion is a large, well defined patch with raised reddish 
circinate borders and depressed and hyperpigmented or depigmented centers. The 
surface is atrophic and is covered with an adherent scale. Such patches occupy 
almost the entire face and neck; smaller ones are present in the scalp, where they 
have caused permanent alopecia. The ears are also involved. There are scattered 
coin-sized similar patches on the shoulders and trunk. There are edema and some 
redness at the base of each finger nail. The palpebral conjunctiva is edematous 
and bright red and is beset by phlyctenules. The bulbar conjunctiva is involved, 
especially at the limbus, where there are several phlyctenules, and on the cornea. 
There is a patch of atrophy on the left buccal mucosa. 

A tuberculin test with a dilution of 1:1,000 produced a strongly positive 
reaction. Roentgenograms of the chest showed a healed calcified node, with 
mottling throughout. 

Nore.—Dr. Caro reported that in the histologic examination of the lesion on the 
back a thick adherent parakeratotic scale was noted. The epidermis was thin and 
flattened and showed a discontinuous granular layer and edema of scattered rete 
cells, especially in the basal layer. The upper part of the corium was edematous, 
and it contained many widely dilated blood vessels. In this layer a diffuse infil- 
tration of lymphocytes, plasma cells, connective tissue cells and a few histiocytes 
extended right up to the epidermis. In several places there were many chromato- 
phores densely filled with brown pigment. There was a slight perivascular infil- 
tration in the deeper part of the corium. 

Histologic examination of a smaller lesion on the face showed a similar picture. 
The picture was consistent with lupus erythematosus, 


DISCUSSION 

Dr. H. E. MicHerson, Minneapolis: I think the lesions are lupus vulgaris, 
and I think one of the characteristic features is the way lupus vulgaris passes from 
mucous membrane to skin without any particular change. I believe the lesions on 
the thigh and leg could be interpreted as the flat type of lupus vulgaris. The 
roentgenograms of the chest show a picture consistent with juvenile tuberculosis, 
especially of the hematogenous type. It must be emphasized that the microscopic 
picture of lupus vulgaris is variable. 

Dr. E. P. Zetster: It is my impression that the condition is superficial lupus 
vulgaris of exfoliative type and not disseminate lupus erythematosus. 

Dr. Oxtver S. Ormssy: In the cases of lupus erythematoides (Leloir) which 
I have observed the lesions occurred on the face and in the areas usually occupied 
by lupus erythematosus. The clinical appearance was that of lupus erythematosus, 
but diascopic pressure showed brown nodules through the area. Microscopic exam- 
ination has proved the condition to be unusual lupus vulgaris. The present picture 
does not conform to that disease. 

Dr. M. H. Esert: I think this discussion has a good deal of academic value. 
There were some points in favor of lupus erythematosus, including extensive 
involvement of the scalp and rapidity of spread. Lupus vulgaris usually spreads 
more slowly. Two years ago there were only small plaques on the face and none 
on other areas, so the spread has been rather rapid. The oral lesion suggested 
lupus erythematosus to me. 

Dr. S. W. Becker: Some time ago I saw a Negress about the same age as 
this boy. Dr. Scull also saw her. She was very ill. There were many simple 
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atrophic plaques with no definite activity. She subsequently died of miliary tuber- 
culosis. So far as I know, biopsy was not performed. The lesions looked like 
this, and I was inclined to offer a diagnosis of recurrent lupus erythematosus. 

Dr. Ratpw H. Scutt (by invitation): I first saw the patient Dr. Becker 
mentioned in 1933, when she had discoid lupus erythematosus on the face. A biopsy 
specimen from one of the lesions behind the right ear was histologically com- 
patible with lupus erythematosus. The lesions cleared under intramuscular treat- 
ment with a bismuth preparation. A year later she was seen with a recurrence. 
Bismuth treatment was not sufficient to heal the lesions completely, and gold 
thiosulfate treatment was substituted. 

A few months ago this girl was presented here, with disseminated lupus 
erythematosus. I last saw her at the Provident Hospital, where she died of 
miliary tuberculosis. The lesions on the skin had healed with some scarring. 


Macular Atrophy with Hyperpigmentation (Superficial Scleroderma?). 
Presented by Dr. S. W. Becker and Dr. J. E. GInsserc (by invitation). 


G. C., a Greek girl aged 15, presents slightly depressed hyperpigmented soft 
nontender lesions varying in size from that of a small coin to that of a palm, 
arranged symmetrically on the trunk and about the inner aspect of the left thigh. 
These have been present for three years. Scattered among these lesions are some 
depigmented macules of similar size. 

New lesions have continued to develop since the onset of the eruption, follow- 
ing severe sunburn on two occasions. 

No other members of the family have a similar condition. Physical examina- 
tion of the patient showed no abnormality aside from the cutaneous changes, and 
her general health has been good. 

The blood count and urinalysis gave results within normal limits; the Kahn 
test gave a negative result; the basal metabolic rate was —12 per cent. 

Histologic examination of sections from early and late lesions were shown. 


DISCUSSION 


Dr. E. A. Ortver: The condition is well defined macular atrophy with 
excessive pigmentation. I do not believe there was enough evidence of scleroderma 
to warrant inclusion of that diagnosis. 

Dr. H. Foerster, Milwaukee: I recall seeing this type of circumscribed lesion, 
with mild atrophy, little or no depigmentation and considerable hyperpigmentation, 
in patients with typical lesions of scleroderma. [ should therefore be inclined to 
accept scleroderma as a possibility in this case. In the left inguinal area are 
several small lesions showing a smooth glossy surface and depigmentation, as in 
scleroderma, and on the lower part of the back there is definite atrophy in the 
spots. This process is possibly slowly progressing scleroderma. 

Dr. J. E. GinsperG (by invitation): This case cannot be classified as one of 
secondary macular atrophy unless the diagnosis of superficial scleroderma is con- 
ceded. Otherwise, it belongs in the group of cases of primary atrophy. S. M. 
Peck and M. Kartagener (Dermat. Ztschr. 52:81 [March] 1928) reported the case 
of a man aged 22 who had macular atrophy with hyperpigmentation associated 
with muscular dystrophy; the authors included a number of valuable references 
to cases of similar disease. 


Hodgkin’s Disease with Generalized Pruritus. Presented by Dr. THeEopore 
CorNBLEET and Dr. J. B. Rossrns (by invitation). 
K. B., a man aged 35, states that four years ago he noticed in the right axilla 
a swolien gland which was not painful. This was treated and later removed. He 
was told that it was noncancerous. One year later other glands in the supra- 
clavicular spaces and one in the neck became swollen, the latter interfering with 
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swallowing. This was removed and examined by Dr. Joseph Jaffe, who thought 
it showed changes of Hodgkin’s disease. Since that time the patient has had thirty 
applications of roentgen therapy. About seven weeks ago generalized severe 
pruritus developed. 

Now there are numerous excoriations over the body. Several groups of glands 
are enlarged in the inguinal area and in the left axilla. 

The Wassermann reaction was negative. The urine was normal. Examination 
of the blood showed 65 per cent hemoglobin, 3,750,000 erythrocytes and 4,400 
leukocytes, with 82 per cent polymorphonuclears, 9 per cent lymphocytes and 
8 per cent mononuclears. 

DISCUSSION 

Dr. F. W. Lyncu, St. Paul: I should like to mention two diagnostic aids 
which, so far as I know, have not been in general use. Recently Dr. Freeman 
and I had occasion to restudy a patient whom many of the members saw two years 
ago, when he was presented before the Dermatological Conference of the Mississippi 
Valley with a diagnosis of leukaemia cutis (ArRcH. Dermat. & Sypu. 35:964 
[May] 1937). In microscopic sections one often has difficulty in identifying the 
types of cells, as the sections are rather thick for satisfactory study of the struc- 
ture of the individual cells. A biopsy specimen was removed and a portion of the 
tissue was impressed on a glass slide. By this technic one obtains a thin smear of 
cells on the plate, as general pathologists do in studying lymph nodes. With the 
larger lesions, a technic similar to that of splenic puncture was employed, a large 
hypodermic needle being used, a part of the nodule aspirated and smears made of 
the aspirated material. These methods were of help in the case I mentioned, and 
I believe they deserve further trial. 

Dr. H. RATTNER: I recall a case in Dr. Pusey’s practice, of a young woman 
with intense pruritus and no cutaneous lesions. After two years enlargement of 
the mediastinal glands was noticed, and finally swelling appeared in the glands of 
the neck. 

Dr. THEODORE CORNBLEET: The hematologists have developed methods which 
help to make earlier diagnosis possible now. Until recently dermatologists had 
to rely on the oxidase test to differentiate between specific and nonspecific erup- 
tions—in leukemia, for example. At present experts need not wait for gross 
changes but may detect early changes in the lymphoblastoma group. 


Syringofibroangioma (Originally Presented as Traumatic Fibroangioma 
with Localized Hyperhidrosis). Presented by Dr. M. H. Ebperrt. 


D. B., a man aged 20, presents a lesion on the right thigh which followed an 
injury incurred in playing ball eight years ago. The entire area became black 
and blue, but healed, with the exception of this area, which was a bluish lump 
half the present size. Leeches were applied twice. Recently the lump has become 
firm to the touch. The patient says that he has always sweated easily in this 
locality. 

The lesion at present is a flat nodule the size of a silver quarter, firm and 
movable. Sweat oozes from the pores over the area, which is slightly raised and 
purplish, with two small varicosities on the surface. On pressure, the blue color 
disappears, leaving a reticulum of brown pigmentation. There are some vari- 
cosities on this leg. 

Notre.—Biopsy showed proliferation of the coil glands forming about one third 
of the tumor. The rest was made up of angiomatous spaces and newly formed 
connective tissue. 

DISCUSSION 


Dr. S. W. Becker: I suggest a diagnosis of neurofibroma. The patient has a 
large macular hyperpigmented plaque on the lateral posterior aspect of the same 
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thigh; associated with the sweating condition, this points to neural origin. Th 
color of the lesion is not against the diagnosis of neurofibroma, because som: 
neurofibromas are bluish. 

Dr. THEODORE CORNBLEET: In some cases of localized sweating, tumors wer: 
seen at autopsy to involve the sympathetic nervous system; in others no sucl) 
observation was made, even though an entire side was the site of excessive sweat- 
ing. In this particular case it seems to me that the only way of accounting for 
the manifestation is through some injury to the sympathetic nerve or, perhaps, 
through pressure of the tumor tissue on it. 

I think there was a report in the Japanese literature some years ago of a case 
of sweating tumor, likewise at the site of an accident. 

Dr. M. H. Expert: I do not know how much biopsy will help in this case. 
The condition is puzzling as it stands. I believe definitely that an angiomatous 
element is present, because the bluish color can be pressed out and because of the 
varicosities on the leg, which were rather noticeable when I saw the patient in 
the clinic on Monday. The localized sweating is complicating. With Dr. Ormsby 
I observed a case in which a dollar-sized area of hyperhidrosis was present on 
the arm. However, it was functional. 

In this case it seems as if the tumor in some way has involved the sympathetic 
nerve that supplies the area. I think Dr. Becker’s suggestion is interesting, as 
this pigmented macule is present on the same side as the sweating lesion. 

Dr. Cart LayMon, Minneapolis (by invitation): A type of angiomatous neuro- 
fibroma clinically not unlike this tumor has been reported in the French literature 
(Thibaut and Fraboulet: Bull. Soc. frang. de dermat. et syph. 43:1763 [Dec.] 
1936). It seems necessary to withhold final diagnosis until histologic examination 
can be made. 

Dr. CLarK W. Finnerup: I think Dr. Ebert’s diagnosis is correct. The lesion 
is probably essentially a fibroangioma, with a variable amount of neural prolifiera- 
tion. Of course histologic examination is necessary for accurate diagnosis. I have 
seen a glomus tumor of this appearance which was practically devoid of subjective 
symptoms. 


A Case for Diagnosis (Lichen Nitidus?). Presented by Dr. M. H. Epert 
and Dr. W. W. Tosin (by invitation). 

D. M., a Negro aged 8 years, presents an eruption of seven weeks’ duration, 
which consists of unilateral discrete sharply defined shiny papules, extending from 
the middle of the forehead over the nose and right cheek in a somewhat linear 
arrangement. The mother states that the child did not scratch or complain of 
pruritus. 

Histologic examination of a lesion showed a dense papillary and subpapillary 
infiltration of epithelioid cells, with an occasional giant cell. The epidermis: 
showed moderate thinning. 

DISCUSSION 

Dr. E. A. Ottver: I have never seen lichen nitidus on the face or in such 
linear configuration, but the slide that I examined showed a well defined infiltrate 
suggestive of lichen nitidus. 

Dr. Marcus R. Caro: I could not make a definite histologic diagnosis on the 
basis of the section presented. The infiltration in the corium was not characteristic 
of lichen nitidus, although it was impossible to rule out other types of tuberculid. 

Dr. CLrarK W. FINNERUD: I observed no specific change of tuberculosis in 
the sections, if there is such a thing. Clinically I thought the eruption was com- 
patible with a disseminated form of tuberculosis as it is seen on the face. My 
other thought was the possibility of nevus. From the histologic section I think 
the condition is properly classified as tuberculid. 
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Dr. H. E. MicHetson, Minneapolis: I am unable to make a precise diagnosis. 
I have followed the literature on lichen nitidus rather closely, and I think a ten- 
dency to consider lichen nitidus a variant of lichen planus may be noted. The 
microscopic picture of lichen nitidus is characteristic, but the presence or absence 
of giant cells is not important. 

Dr. M. H. Expert: I saw the child first yesterday at the clinic, and my impres- 
sion was of nevus of some type. Now this section absolutely contradicts any 
such idea. I examined it only with low power magnification. I saw lymphocytes. 
I wonder if any one saw epithelioid cells. Dr. Reuben Nomland has presented a 
case of localized lymphocytoma, and Dr. Stephan Epstein has written an interesting 
article on this tumor, in which he stated that lymphocytoma may take many bizarre 
forms and be small or large (Arch. f. Dermat. u. Syph. 173:181, 1935). I suggest 
a diagnosis of lymphocytoma. 


Herpes Zoster. Presented by Dr. S. W. Becker and Dr. M. E. OBERMAYER. 


S. B., a man aged 57, was first seen eight months ago in the medical clinic, 
with a complaint of loss of weight and strength. A diagnosis of “blood dyscrasia, 
possibly aleukemic leukemia” was made. The leukocyte count varied from 24,300 
to 7,000 while he was under treatment, and a final diagnosis of subacute lymphatic 
leukemia was made. 

In March 1938 the patient began to have distress in the lower part of the 
abdomen; this became localized in the right lumbar region as a crushing pain. ° 
Two days later he noticed a few “pimples” in the right groin. Five days later 
he came to the hospital because of severe pain, and a diagnosis of herpes zoster 
was made. At this time the leukocyte count was 7,000. 

During hospitalization in the hematologic service a generalized varicelliform 
eruption developed. This faded in about one week. He had never had chickenpox. 
Morphine was required for the relief of pain. Solution of posterior pituitary gave 
relief for a time. Locally, calamine liniment and later ammoniated mercury 
were used. 

Microscopic examination showed slight if any epidermal atrophy in the pig- 
mented region. The epidermis was hyperpigmented in the basal portion, with 
some pigment extending to the stratum corneum. A few dendritic cells could be 
seen, signifying pigmentary activity. The cutis showed increased collagen, which 
was arranged in large bundles. The superficial collagen was arranged in 
narrower bundles, and elastic fibers were prominent. The nonpigmented section 
showed dense collagen extending from the epithelium down into the adipose tissue. 
The large vein in the deeper portion of the section showed a thick mantle of 
collagen about it. 

DISCUSSION 


Dr. F. W. Lyncu, St. Paul: In most cases of generalized zoster associated 
with leukemia the eruption accompanies or precedes a change in the course of 
the disease, frequently resulting in death within a few days. What was the sub- 
sequent course of the leukemia in this case? 

Dr. Ottver S. OrMssy: I have observed a number of cases in which a varicella- 
like eruption was associated with herpes zoster. Dr. Becker reviewed my first 
case, which was reported before the American Dermatological Association (J. 
Cutan, Dis, 29:308, 1911). The patient was seen at the Presbyterian Hospital with 
severe herpes zoster involving one side of the head. On the fourth day of this 
eruption a generalized varicelliform eruption developed. Since I made that report 
I have observed a number of cases; practically all varicella-like eruption has 
developed about the fourth day of the herpes zoster. I have observed cases of 
herpes zoster occurring in a parent when a child had varicella. This combination 
has occurred sufficiently often to make it appear that there is a definite connection 
between the two diseases. 

Dr. H. Ratrner: Recently I have been treating the ordinary types of herpes 
zoster with large doses of vitamin B:, to see if that would control the pain, but 
in the few cases in which it has been tried there have been no striking results. 
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Dr. S. W. Becker: This man’s resistance has been fairly low, so we have 
hesitated to give roentgen therapy. He was extremely ill during the course of 
the herpes zoster. He still has open lesions and is sick, but I do not know the 
present blood count. I am sorry we did not get a photograph, which was ordered, 
showing the varicelliform eruption. There are several interesting facts. Persons 
with leukemia are subject to herpes zoster, due to infiltration of the posterior 
ganglions by leukemic cells. A patient who has leukemia and in whom infectious 
herpes zoster develops often does not have normal defensive powers inherent in 
the leukocytes. If herpes zoster is due to the virus of chickenpox, decreased 
resistance due to leukemia may have predisposed to the eruption, which certainly 
could not be distinguished from chickenpox. 

Dr. FrepericK R. Scumipt: I saw a child last week who was acutely ill with 
a varicelliform eruption and who at the same time presented small papular lesions 
on the trunk. 


Erythema Palmare as Part of Generalized Telangiectasis During Preg- 
nancy. Presented by Dr. S. W. Becker and Dr. M. E. OBERMAYER. 


N. S., an Irish-German woman aged 26, was referred to the dermatologic clinic 
from Chicago Lying-In Hospital and Dispensary because of redness of the palms 
and soles. She was in the eighth month of her third pregnancy, and the redness 
had appeared in the fourth month. Shortly afterward she noticed reddish spots 
on the chest, neck, face and arms. Neither the condition of the palms and soles 
nor the reddish spots caused any subjective symptoms. She had had some redness 
of the palms during her first pregnancy; this disappeared shortly after delivery. 
There were no such manifestations during the second pregnancy. There has been 
no similar trouble in other members of the family. 

Examination of the hands showed a rather sharply demarcated erythema of 
the palms extending to the wrists and onto the back of the first phalanx of each 
finger. The soles were reddened but not as much as the palms. Scattered over 
the arms, face and chest were fifteen or twenty telangiectatic areas 5 to 10 mm. 
in diameter. Some of these were similar to spider nevi with a central punctum. 
Capillary microscopic examination showed dilatation of the capillaries and venules. 
General physical examination showed nothing significant except pregnancy. 

The patient had a normal delivery of a normal girl on March 25, 1938. One 
week later the hands were slightly paler, and three weeks later definitely so. Some 
of the telangiectatic lesions had faded completely. 


Pityriasis Lichenoides et Varioliformis Acuta. Presented by Dr. THEODORE 
CoRNBLEET. 


Pityriasis Lichenoides Chronica, with Depigmentation. Presented by Dr. 
A. W. STILLIANS. 


Pigmented Basal Cell Epithelioma. Presented by Dr. THeovore CorNBLEET. 


Urticaria Pigmentosa. Presented by Dr. Davin V. OmeENs (by invitation) and 
Dr. W. W. Tostn (by invitation). 


Blue Nevus with Involvement of the Sclera. Presented by Dr. M. H. Esert 
and Dr. Davin V. Omens (by invitation). 
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